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WO 99/48892 PCT/CB99/008O3 

PYRAZOLO-PYRIDINE DERIVATIVES AS LIGANDS FOR (VARA 

RECEPTORS 

The present invention relates to a class of substituted pyrazolo- 
5 pyridine derivatives, and to their use in therapy. More particularly, this 
invention is concerned with substituted pyrazolo[-l,3-c]pyridin-3-one 
analogues which are ligands for GABAa receptors and are therefore useful 
in the therapy of deleterious mental states. 

Receptors for the major inhibitory neurotransmitter, gamma- 
10 aminobutyric acid (GAB A), are divided into two main classes: (1) GABAa 
receptors, which are members of the ligand-gatcd ion channel superfamily; 
and (2) GABAn receptors, which may be members of the G-protein linked 
receptor superfamily. Since the first cDNAs encoding individual GABAa 
receptor subunits were cloned the number of known members of the 
15 mammalian family has grown to include at least six a subunits. four p 
subunits. three y subunits, one 6 subunit, one e subunit and two p 
subunits. 

Although knowledge of the diversity of the GABAa receptor gene 
family represents a huge step forward in our understanding of this ligand- 

20 gated ion channel, insight into the extent of subtype diversity is still at an 
earlv stage. It has been indicated that an a subunit, a P subunit and a y 
subunit constitute the minimum requirement for forming a fully 
functional GABAa receptor expressed by transiently transfecting cDNAs 
into cells. As indicated above, 5. e and p subunits also exist, but arc 

25 present only to a minor extent in GABAa receptor populations. 

Studies of receptor size and visualisation by electron microscopy 
conclude that, like other members of the ligand-gated ion channel family, 
the native GABAa receptor exists in pentameric form. The selection of at 
least one a, one P and one y subunit from a repertoire of seventeen allows 

30 for the possible existence of more than 10,000 pentameric subunir 
combinations. Moreover, this calculation overlooks the additional 
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permutations that would be possible if the arrangement of subunits 
around the ion channel had no constraints (i.e. there could be 120 possible 
variants for a receptor composed of five different subunits). 

Receptor subtype assemblies which do exist include, amongst many 
5 others, aip2y2, a2p2/3y2. a3py2/3, a2Pyl, a5p3y2/3, a6Py2, a605 and a4p5. 
Subtype assemblies containing anal subunit are present in most areas of 
the brain and are thought to account for over 40% of GABAa receptors in 
the rat. Subtype assemblies containing ct2 and a3 subunits respectively 
arc thought to account for about 25% and 17% of GABAa receptors in the 

10 rat. Subtype assemblies containing an ao subunit are expressed 
predominantly in the hippocampus and cortex and are thought to 
represent about 4% of GABAa receptors in the rat. 

A characteristic property of all known GABAa receptors is the 
presence of a number of modulatory sites, one of which is the 

15 benzodiazepine (BZ) binding site. The BZ binding site is the most 

explored of the GABAa receptor modulatory sites, and is the site through 
which anxiolytic drugs such as diazepam and temazepam exert their 
effect. Before the cloning of the GABAa receptor gene family, the 
benzodiazepine binding site was historically subdivided into two subtypes. 

20 BZl and BZ2, on the basis of radioligand binding studies. The BZl 

subtype has been shown to be pharmacologically equivalent to a GABAa 
receptor comprising the al subunit in combination with a P subunit and 
y2. This is the most abundant GABAa receptor subtype, and is believed to 
represent almost half of all GABAa receptors in the brain. 

25 Two other major populations are the ct2Py2 and a3py2/3 subtypes. 

Together these constitute approximately a further 35% of the total GABAa 
receptor repertoire. Pharmacologically this combination appears to be 
equivalent to the BZ2 subtype as defined previously by radioligand 
binding, although the BZ2 subtype may also include certain a5-containing 

30 subtype assemblies. The physiological role of these subtypes has hitherto 
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been unclear because no sufficiently selective agonists or antagonists were 
known. 

It is now believed that agents acting as BZ agonists at alpy2, «2Py2 
or a3(5y2 subunits will possess desirable anxiolytic properties. Compounds 
5 which are modulators of the benzodiazepine binding site of the GABAa 
receptor by acting as BZ agonists are referred to hereinafter as "GABAa 
receptor agonists". The al-selective GABAa receptor agonists alptdem and 
Zolpidem are clinically prescribed as hypnotic agents, suggesting that at 
least some of the sedation associated with known anxiolytic drugs which 

10 act at the BZl binding site is mediated through GABAa receptors 

containing the al subunit. Accordingly, it is considered that GABAa 
receptor agonists which interact more favourably with the ct2 and/or ct3 
subunit than with al will be effective in the treatment of anxiety with a 
reduced propensity to cause sedation. Also, agents which are antagonists 

15 or inverse agonists at al might be employed to reverse sedation or 
hypnosis caused by al agonists. 

The compounds of the present invention, being selective ligands for 
GABAa receptors, are therefore of use in the treatment and/or prevention 
of a variety of disorders of the central nervous system. Such disorders 

20 include anxiety disorders, such as panic disorder with or without 

agoraphobia, agoraphobia without history of panic disorder, animal and 
other phobias including social phobias, obsessive-compulsive disorder, 
stress disorders including post-traumatic and acute stress disorder, and 
generalized or substance-induced anxiety disorder; neuroses: convulsions: 

25 migraine; depressive or bipolar disorders, for example single-episode or 
recurrent major depressive disorder, dysthymic disorder, bipolar I and 
bipolar II manic disorders, and cyclothymic disorder; psychotic disorders 
including schizophrenia; neurodegeneration arising from cerebral 
ischemia; attention deficit hyperactivity disorder; and disorders of 

30 circadmn rhythm, e.g. in subjects suffering from the effects of jet lag or 
shift work. 
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Further disorders for which selective ligands for GABAa receptors 
may be of benefit include pain and nociception; emesis, including acute, 
delayed and anticipatory emesis. in particular emesis induced by 
chemotherapy or radiation, as well as post-operative nausea and vomiting; 
5 eating disorders including anorexia nervosa and bulimia nervosa; 

premenstrual syndrome; muscle spasm or spasticity, e.g. in paraplegic 
patients; and hearing loss. Selective ligands for GABAa receptors may 
also be effective as pre-medication prior to anaesthesia or minor 
procedures such as endoscopy, including gastric endoscopy. 

10 US Patent No. 4,602,014 relates to a family of substituted 

pyrazolo[3,4-cf]pyridin-3-one derivatives wherein the pyridine ring thereof 
is fu.sed inter alia to an alkylene chain. These compounds are .seated 
therein to be benzodiazepine receptor ligands having nervous system 
regulatory activity, including anxiomodulating activity. However, there is 

15 no disclosure nor any suggestion anywhere in US Patent No. 4.602,014 of 
the particular substituted pyrazolo[4,3-c]pyridin-3-one analogues in 
accordance with the present invention. 

The present invention provides a class of substituted pyrazolo- 
pyridine analogues which possess desirable binding properties at various 

20 GABAa receptor subtypes. The compounds in accordance with the present 
invention have good affinity as ligands for the <x2 and/or a3 subunit of the 
human GABAa receptor. The compounds of this invention may interact 
more favourably with the a2 and/or a3 subunit than with the al subunit. 
Desirably, the compounds of the invention will exhibit functional 

25 selectivity in terms of a selective efficacy for the cc2 and/or a3 subunit 
relative to the al subunit. 

The compounds of the present invention are GABAa receptor 
subtype ligands having a binding affinity (K,) for the ct2 and/or a3 
subunit, as measured in the assay described hereinbelow, of 100 nM or 

30 less, typically of 50 nM or less, and ideally of 10 nM or less. The 

compounds in accordance with this invention may possess at least a 2-fold, 
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suitably at least a 5-fold, and advantageously at least a 10-fold, selective 
affinity for the a2 and/or a3 subunit relative to the al subunit. However, 
compounds which are not selective in terms of their binding affinity for 
the ct2 and/or a3 subunit relative to the al suhunit are also encompassed 
5 within the scope of the present invention; such compounds will desirably 
exhibit functional selectivity in terms of a selective efficacy for the a2 
and/or a3 subunit relative to the al subunit. 

The present invention provides a compound of formula I, or a salt or 
prodrug thereof: 

10 

R 1 



N-N 




(I) * 



wherein 

R l represents aryl or heteroaryl, either of which groups may be 
15 op tionally substituted; 

R 2 represents halogen; or Ci-6 alkyl, C2-6 alkenyl, Cj.t; alkynyl, C.1-7 
cycloalkyl, aryl, aryKCnOalkyl, C3-7 heterocycloalkyl, heteroaryl, 
heteroaryl(Ci-G)alkyl, C2-G alkoxycarbonyl, Ci-c alkylaminocarbonyl or 
heteroarylaminocarbonyl, any of which groups may be optionally 
20 substituted; and 

R 3 represents hydrogen, Cl-g alkyl or trifluoro methyl. 
The groups R l and/or R 2 may be unsubstituted or independently 
substituted by one or more, preferably one or two, substituents. Examples 
of optional substituents on these groups include Cm; alkyl, 
25 hydroxy(Ci.r,)alkyl, di(Ci.fi)alkylamino(Ci.r.)alkyl, aryl(Ci.r,)alkylamino- 
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(Ci-r t )alkyl, heteroaryI(Ci.c)aIkylamino(C|.r,)aIkyl, Ca-o alkenyl. C-».a alkynyl, 
hydroxy(C2.fi)aIkynyl. di(Ci.G)alkylamino(C2-fi)alkynyl, C3-7 cycloalkvl arvl 
aryl(Ci.n)alkyl, C3.7 heterocycloalkyl. oxofCa-Tjheterocycloalkyl, Cm; 
aIkyl(C:i.7)heterocycloalkyl. Cs.g aIkoxycarbonyl(Cs.:)heterocycIoalkyl. C.-s-t 
5 hetcrocycloalkyl(Ci.G)alkyl, C3-7 heterocycloalkylcarbonyl, 

Ci.fi alkyl(C3-7)heterocycloalkylcarbonyl, spiroheterocyclyl, heteroaryl, Ci-g 
alkylheteroaryl, C37 hoterocycloalkyl(Ci-G)alkylheteroaryl, 
Ci-b alkyl(C3-7)heterocycIoalkyl(Ci.n)alkyIheteroaryI f heteroaryl(Ci-r.)alkyI, 
heteroaryl(C2.r,)alkynyI, hydroxy, Cm; alkoxy, arylcarbonyloxy. Cm; 

10 alkylthio, Ci-s alkylsulphinyl, Ci.« alkylsulphonyl, amino, Ci-g alkylamino. 
di(Ci.r.)alkyIamino t C2 g alkylcarhonylamino, Ci.r. alkylsulphonylamino, 
C:i.7 cycloaIkyI(Ci.r,)aIkylamino, diffCrt-TjcycloalkyUCi^OalkylJamino, 
heteroaryI(Ci.G)alkylaraino f Ci-g aIkyiheteroaryl(Ci-G)alkylamino. Cm; 
alkylaminocarbonylamino, amino(Ci.(;)alkylcarbonyIamino, C2.11 

15 alkoxycarbonylamino(Ci.6)alkylcarbonyIaxnino, C2 g alkylcarbonyl. 
heteroaryI(Ci-G)alky!carbonyl, C2.fi alkoxycarbonyl, aminocarbonyl, 
halogen, cyano, nitro and trifluoromethyl. 

Particular optional substituent.s on the groups R 1 and/or R- include 
Ci-r, alkyl, C2 G alkenyl, C2-G alkynyl, O1.7 cycloalkyl, aryl, aryl(Ci.G)aIkyl. 

20 C3-7 heterocycloalkyl, 0x0(03.7) heterocycloalkyl, Ci-r. 

alkyI(C3-7)heterocycIoalkyl C2-G aIkoxycarbonyl(C3-7)heterocycloaIkyl. C3.7 
heterocycloalkylcarbonyl, Ci-« alkyl(C^7) heterocycloalkylcarbonyl. 

*" * 

? * heteroaryl, heteroaryl(Ci.G)alkyl, Ci.r. alkoxy, Ci-c alkylthio, Ci-g 

alkylsulphinyl, Ci-g alkylsulphonyl, amino, Ci-g alkylamino, 

25 di(Ci-G)alkylamino, C2-r» alkylcarhonylamino, Ci-g alkylsulphonylamino, 
heteroaryl(Ci-G)aIkylamino, C\ a alkylaminocarbonylamino, 
amino(Ci.c)alkylcarbonylamino. C2 G alkoxycarbonylamino- 
(Ci-G)alkylcarbonylaraino, C2 1; alkylcarbonyl, Cza alkoxycarbonyl, halogen, 
nitro and trifluoromethyl. 

30 For use in medicine, the salts of the compounds of formula I will bo 

pharmaceutical^ acceptable sales. Other salts may, however, be useful in 
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the preparation of the compounds according to the invention or of their 
pharmaceutically acceptable salts. Suitable pharmaceutical!}' acceptable 
salts of the compounds of this invention include acid addition salts which 
may, for example, be formed by mixing a solution of the compound 
5 according to the invention with a solution of a pharmaceutically 
acceptable acid such as hydrochloric acid, sulphuric acid, 
methanesulphonic acid, fumaric acid, raaleic acid, succinic acid, acetic 
acid, benzoic acid, oxalic acid, citric acid, tartaric acid, carbonic acid or 
phosphoric acid. Furthermore, where the compounds of the invention 

10 carry an acidic moiety, suitable pharmaceutically acceptable salts thereof 
may include alkali metal salts, e.g. sodium or potassium salts; alkaline 
earth metal salts, e.g. calcium or magnesium salts; and salts formed with 
suitable organic ligands, e.g. quaternary ammonium salts. 

As used herein, the expression "Ci-r. alkyl" includes methyl and 

15 ethyl groups, and straight-chained or branched propyl, butyl, pentyl and 
hexyl groups. Particular alkyl groups are methyl, ethyl, n-propyl, 
isopropyl, isobutyl, ter/-butyl and 2,2-dimethylpropyl. Derived expressions 
such as "Clg alkoxy". "Ci-r. alkylthio", "Ci-c alkylsulphonyf and "Ci-c 
alkylamino" arc to be construed accordingly. 

20 The expression "C-.r. alkenyl" as used herein refers to straight- 

chained and branched alkenyl groups containing from 2 to 6 carbon atoms. 
Typical examples include vinyl, allyl and dimethylallyl groups. 

The expression "Cza alkynyl" as used herein refers to straight- 
chained and branched alkynyl groups containing from 2 to 6 carbon atoms. 

25 Typical examples include ethynyl and propargyl groups. 

Particular C3.7 cycloalkyl groups include cyclop ropyl and cyclohexyi. 
Particular aryl groups include phenyl and naphthyi. 
Particular aryl(Ci.c)alkyl groups include benzyl phenylethyl, 
phenylpropyl and naphthylmethyl. 

30 Suitable heterocycloalkyl groups include azetidinyl, pyrrolidinyl. 

pipcridinyl, pipcrazinyl and morpholinyl groups. 
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A typical spirohcterocyclyl group is l-oxa-8-azaspiro[4.5]dec-3-en-3- 

yi. 

Suitable heteroaryl groups include pyridinyl, quinolinyl. 
isoquinolinyl, pyridazinyl, pyrimidinyl. pyrazinyl, pyranyl, furyl, 
5 benzofuryl. dibenzofuryl, thicnyl, benzthienyl, pyrrolyl, indolyl, 2,3,4.9- 
tetrahydro-l//-pyrido[3,4-6]indolyl, pyrazolyl, indazolyl, oxazolyl, 
isoxazolyl, thiazolyl, isothiazolyl, imidazolyl, benzimidazolyl, 
azabenzimidazolyl, oxadiazolyl, thiadiazolyl, triazolyl and tetrazolyl 
groups. 

10 The expression u heteroaryl(Ci r,)alkyr as used herein includes 

furylmethyl. furylethyl, thienylmethyl, thienylethyl, oxazolylmethyl, 
oxazolylethyl. thiazolylmethyl, thiazolylcthyl. imidazolylmethyl, 
imidazolylechyl, imidazolylpropyL oxadiazolylmcthyl, oxadiazolylcthyL 
oxadiazolylpropyl thiadiazolylmcthyl, thiadiazolylethyi, triazolylmethyl. 

15 triazolylethyl, tetrazolylmethyl tetrazolylethyl, pyridinylmethyl, 

pyridinylcthyi, pyrimidinylmethyl, pyrazinylmethyl, quinolinylmethyl and 
isoquinolinylmethyl. 

The term "halogen ' as used herein includes fluorine, chlorine, 
bromine and iodine, especially fluorine. 

20 The present invention includes within its scope prodrugs of the 

compounds of formula I above. In general, such prodrugs will be 
functional derivatives of the compounds of formula I which are readily 
convertible in vivo into the required compound of formula I. Conventional 
procedures for the selection and preparation of suitable prodrug 

25 derivatives are described, for example, in Design of Prodrugs, ed. H. 
Bundgaard, Elsevier, 1985. 

Where the compounds according to the invention have at least one 
asymmetric centre, they may accordingly exist as enantiomers. Where the 
compounds according to the invention possess two or more asymmetric 

30 centres, they may additionally exist as diastereoisomers. It is to be 
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understood that all such isomers and mixtures thereof in any proportion 
arc encompassed within the scope of the present invention. 

Suitably, the group R 1 represents phenyl or pyridinyl, especially 
phenyl either unsubstituted or substituted by one or more optional 
5 substituents selected typically from Ci-g alkyl, Cig alkoxy and halogen. 
Particular values of R l include phenyl, methylphenyl, 
methoxyphcnyl, fluorophenyl and chlorophenyl especially chlorophenyl. 

Suitably, the group R' 1 represents halogen; or Ci-r, alkyl C2G 
alkenyl C2-G alkynyl aryl aryl(Ci.G)alkyl heteroaryl 
10 heteroaryl(Ci-G)alkyl Car. alkoxycarbonyl, Ci-g alkylaminocarbonyl or 

heceroarylaminocarbonyl any of which groups may be unsubstituted, or 
substituted by one or more, suitably by one or two, substituents. 

More particularly, the group R- may represent Cj.g alkyl aryl 
aryl(Ci.r.)alkyl heteroaryl C> g alkoxycarbonyl Ci-g alkylaminocarbonyl or 
15 heteroarylaminocarbonyl any of which groups may be optionally 
substituted by one or more, suitably by one or two, substituents. 
Preferably, the group R- is unsubstituted or monosubstituted. 

Appropriately, the gz-oup R- may represent bromo or iodo; or 
methyl, ethyl u-propyl isobutyl vinyl propynyi, phenyl benzyl 
20 pyridinyl thienyl indolyl 2,3,4, 9-tetrahydro-lf/-pyrido[3,4-6]indolyl. 
benzimidazolyl imidazolylpropyl, oxadiazolylpropyl, pyridinylethyl 
ethoxycarbonyl propylaminocarbonyl or thiazolylaminocarbonyl any of 
which groups may be optionally substituted. 

Typical values of R 2 include optionally substituted /i-propyl phenyl. 
25 benzyl pyridinyl thienyl ethoxycarbonyl propylarainocai'bonyl and 
thiazolylaminocarbonyl groups. 

Examples of representative substituents on the group R- include 
methyl ethyl hydroxymethyl dimethylaminomethyl benzylaminomethyl 
pyridinylmethyl-aminomethyl hydroxypropynyl dimethylamino-propynyl 
30 piperidinyl piperazinyl raorpholinyl pyrrolidinonyl methyl-piperazinyl 
ter*-butoxycarbonyI-pipcrazinyl, pyrrolidinylmethyl pyrrolidinylcarbonyl 
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methyl-piperazinylcarbonyl, l-oxa-8-azaspiro[4.5]dec-3-en-3-yl, pyridinyl. 
thienyi. thiazolyl. imidazolyl. azabenzimidazolyl, oxadiazolyl, triazolyl. 
mcthyl-imidazolyl. morpholinylmethyl-triazolyl, 
mcthylpiperazinylmethyl-triazolyi, pyridinylethyl, pyridinylethynyl, 
5 hydroxy, methoxy, henzoyloxy, amino, dimethylamino, acetylamino, 
methylsulphonylamino, cyclopropylmcthylamino, 
di(cyclopropylmethyI)amino, pyridinylraechylamino, 
methyltriazolylmethylamino, ethylaminocarbonylamino, 2-amino-2- 
methylpropionamido, ^ri-butoxycarbonylaminomethyl-carbonylamino, 
10 acetyl, iroidazolylmethylcarbonyl, triazolylmechylcarbonyl, 

methoxycarbonyl, cthoxycarbonyl, aminocarbonyl, chloro, iodo, cyano and 
nitro. 

Examples of typical substituents on the group R 2 include 
piperazinyl, morpholinyl, pyrrolidinonyl methyl-piperazinyl, tert- 

15 butoxycarbonyl-piperazinyl, pyrrolidinylcarbonyL methyl- 
piperazinylcarbonyl, pyridinyl, thienyi, imidazolyl, oxadiazolyl, triazolyl, 
methoxy, amino t dimethylamino, acetylamino, methylsulphonylamino. 
pvridinvlmethvlamino. ethvlaminocarbonvlammo. 2-amino-2- 
meth^lpropionamido, ter^butoxycarbonylaminomethyl-carbonylammo, 

20 chloro, iodo and nitro. 

Illustrative values of R 2 include bromo, iodo, hydroxymethyl, 
methyltriazolylmethylaminomethyl, imidazolylmethylcarbonylmethyl, 
ethyl, piperidinylethyl, aminocarbonylethyl, n-propyl, hydroxypropyl, 
benzoyloxypropyl, methoxycarbonylpropyl, aminocarbonylpropyl, 

25 cyanopropyl, isobutyl, imidazolylethenyl, pyridinylethenyl, 

ethoxycarbonylethenyl, aminocarbonylcthenyl, morpholinyl-propynyl, 
dimethylamino-propynyl, phenyl, hydroxymcthyl-phenyl, 
benzylaminomethyl-phenyl, pyridinylmethylaminomethyl-phenyl, 
hydroxypropynyl-phenyl, dimethylaminopropynyl-phenyl, piperazinyl- 

30 phenyl, morpholinyl-phcnyl, pyrrolidinonyl-phenyl, methylpiperazinyl- 

phenyl, (crr-butoxycarbonylpiperazinyl-phenyl, pyrrolidinylmethyl-phenyl. 
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pyrrolidinylcarbonyl-phenyl, mcthylpiperuzinylcarbonyl-phenyl 1-oxa-S- 
azaspiro[4.5]dcc-3-en-3-ylphenyl pyridinyl-phenyl, thienyl-phenyl, 
thiazolyl-phenyl imidazolyl-phenyl azabenzimidazolyl-phenyl 
oxadiazolyl-phenyl triazolyl-phenyl, mcchylimidazolyl-phenyl. 
5 morpholinylmethyl-triazolyiphenyl methylpiperazinylraethyl- 
triazolylphenyl, pyridinylethylphenyl pyridinylethynyl-phenyl, 
hydroxyphenyl mcthoxyphenyl aminophenyl dimcthylaraino-phenyl, 
acctylamino-phenyl. methylsulphonylamino-phenyl N- 
(cyclopropylmethyl)aminophenyl. A',iV-di(cycIopix>pylmethyl)aminophenyl 

10 pyridinylmethyl-aminophcnyl cthylnminocarbonylamino-phenyl 2- 
amino-2-methyl-propionamidophenyl /cri-butoxycarbonyl- 
aminomothylcarbonylaminophenyl. methoxycarbonyl-phenyl 
aminocarbonyl-phcnyl. chlorophenyl. iodophenyl cyanophenyl 
nitrophcnyl, benzyl, pyridinyl thienyl dimethylaminomethyl-indolyl 2- 

15 ethyl-2.3.4,9-tetrahydro-l/f-pyrido[3,4-fa]mdol-6-yl 2-acetyl-2,3,4,9- 

tetrahydro-lH-pyrido[3,4-6]indol-6-yl benzimidazolyl imidazolylpi*opyl. 
methyloxadiazolyl-propyl pyridmylmethyl, ethoxycarbonyl 
propylaminocarbonyl and thiazolylaminocarbonyl. 

Particular values of R- include propyl, phenyl, piperazinyl-phenyl. 

20 morpholinyl-phenyl, pyrrolidinonyl-phenyl, methylpiperazinyl-phenyl 
ie^butoxycarbonylpiperazinyl-phenyl pyrrolidinylcarbonyl-phenyl. 
methylpiperazinylcarbonyl-phenyl pyridinyl-phenyl, thienyl-phenyl 
imidazolyl-phenyl, oxadiazolyl-phenyl triazolyl-phenyl, methoxyphenyl, 
aminophenyl, dimethylamino-phenyl acetylamino-phenyl 

25 methylsulphonylamino-phenyl, pyridmylmethyl-aminophenyl 

ethylaminocarbonylamino-phenyl 2-amino-2-methyl-propionamidophenyl 
/er^butoxycarbonyl-aminornethyIcarbonylaminophenyl, chlorophenyl 
iodophenyl nitrophenyl benzyl pyridinyl thienyl ethoxycarbonyl 
propylaminocarbonyl and thiazolylaminocarbonyl 

30 Particular values of R :I include hydrogen, methyl and ethyl 

especially methyl 
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A particular sub-class of compounds according to the invention is 
represented by the compounds of formula II, and salts and prodrugs 
thereof: 



5 




wherein 

R 1 is as defined above with reference to formula I; 
X and Y independently represent CH or nitrogen; 

10 R !0 represents hydrogen, Ci-g alkyL Ci-g alkoxy, Ci-g alkylsulphonyl. 

Ci a alkylcarbonyl, halogen, cyano or trifluoromethyl; and 

R-° represents hydroxy(Ci-r,)alkyl, aryl(Ci.G)alkylamino(Ci-G)alkyL 
heteroaryl(Ci-G)alkylamino(Ci-(;)alkyL hydroxy (CuOalkynyl, 
di(Ci.G)aIkylamino(C2-G)alkynyl, C3-7 heterocycloalkyl, 

15 oxo(C3-7) heterocycloalkyl, Ci-g alkyl(C;j-7)heterocycloalkyl, C2-G 

aIkoxycarbonyI(C3-7)heterocycloalkyl. C3-7 heterocycloalkyl(Ci-6)alkyl, Cz : 
heterocycloalkylcarbonyl, Ci-g alkyl(C3-7) heterocycloalkylcarbonyl 
spiroheterocyclyl. heteroaryl, Ci-g alkylheteroaryl, C3.7 heterocycloalkyl- 
(Ci-G)alkylheteroaryl, Ci-g alkyl(C3-7)heterocycloalkyl(Ci-G)alkylheteroar>*L 

20 heteroaryl(Ci-G)alkyL heteroaryl(C2G)alkynyl, hydroxy, Ci-g alkoxy, amino. 
di(Ci.G)alkylamino. C2.fi alkylcarbonylamino, Ci-g alkylsulphonylamino, 
C3.7 cycloalkyl(Ci.G)alkylamino, di[(C3-7)cycloalkyl(Ci-G)alkyI]amino f 
heteroaryl(Ci-G)alkylamino, Ci-g alkylaminocarbonylamino, 
amino(Ci-G)aIkyIcarbonyIamino, C2 g alkoxycarbonylamino- 
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(Ci.*s)aIkylcarbonylamino, Ci.r, alkoxycarbonyl, aminocarbonyl, halogen, 
cvano or nitro. 

V 

The present invention also provides a compound of formula II as 
depicted above, or a salt or prodrug thereof, wherein R 3 , X, Y and R 10 aro 
5 as defined above; and 

R-° represents C.i-t heterocycloalkyl. oxo(C:$.7)heterocycloalkyl, Ci-c 
alkyl(C.v7)heterocycloalkyl T Cj.r, alkoxycarbonyl(C.r7)heterocycloalkyl ( C.rr 
heterocycloalkylcarbonyl, Ci-g alkyl(C3-7)heterocycloalkylcarbonyl, 
heteroaryl, Cu; alkoxy, amino, di(Ci.<;)alkylamino, C2.fi 
10 alkylcarhonylamino, Ci-c alkylsulphonylaraino, 

heteroaryl(C|.(;)alkylamino, Cu; alkylaminocarbonylamino, 
amino(Ci-G)alkylcarbonylamino, C2 r» alkoxycarbonylamino- 
(Ci-n)alkylcarbonylamino, halogen or nitro. 
Suitably, X is CH. 
15 Suitably, Y is CH. 

Suitably, R 10 represents hydrogen, Ci-g alkyl, Ci-c alkoxy or halogen. 
Particular values of R 10 include hydrogen, methyl, methoxy. fluoro and 
chloro. especially chloro. 

Representative values of R-° include hydroxymethyl, 
20 benzylaminomethyl, pyridinylmethylaminomethyl, hydroxypropynyl. 

dimethylaminopropynyl, piperazinyl, morpholinyl, pyrrolidmonyl, methyl- 
piperazinyl, iert-butoxycarbonyl-piperazinyl, pyrrolidinylmethyl, 
pyrrolidinylcarbonyl, mcthyl-piperazinylcarbonyl, l-oxa-8- 
azaspiro[4.5]dec-3-en-3-yl, pyridinyl, thienyl, thiazolyl, imidazolyl, 
25 azabenzimidazolyl. oxadiazolyl, triazolyl, methylimidazolyl, 

morpholinylmethyl-triazolyl, methylpipcrazinylmethyl-triazolyl. 
pyridinylethyl, pyridinylethynyl, hydroxy, methoxy, amino, 
dimcthylamino, acetylamino, methylsulphonylamino, cyclopropylmethyl- 
amino, di(cyclopropylraethyl)amino, pyridinylmethylamino, 
30 ethylaminocarbonylamino, 2-amino-2-methylpropionamido, tert- 
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butoxycarbonylaminomethyl-carbonylaruino, methoxycarbonyl, 
aminocarbonyl. chloro, iodo, cyano and nitro. 

Particular values of R-° include piperazinyl, morpholinyl, 
pyrrolidinonyl, methyl-piperazinyl, feri-butoxycarbonyl-piperazinyl, 
5 pyrrolidinylcarbonyl. methyi-piperazinylcarbonyl, pyridinyl. thienyl, 
imidazolyl, oxadiazolyl, triazolyi, methoxy, amino, dimethylamino, 
acetylamino, methylsulphonylamino, pyridinylmethylamino, 
ethylaminocarbonylamino, 2-amino-2-methyIpropionamido, tert- 
butoxycarbonyiaminomethyl-carbonylamino, chloro, iodo and nitro. 
10 Specific compounds within the scope of the present invention 

include: 

2.5-dihydro-2.7-diphenylpyrazolo[4,3-c]pyridin-3-one; 
2,5-dihydro-2-phenyl-7-propylpyrazolo[4,3-c]pyridin*3-one; 
2,5-dihydro-2-(4-methoxyphenyl)-7-propylpyrazolo[4 ? 3-c]pyridin-3-one; 
15 2-(4-chiorophenyl)-2,5-dihydro-7-propylpyrazolo[4 t 3-c]pyridin-3-one; 
7-benzyl-2-(4-chlorophenyl)-2,5-dihydropyrazolo[4,3-c]pyridin-3-one; 
7-benzyl-2,5-dihydro-2-(4-methoxyphenyl)pyrazolo[4 T 3-c]pyridin-3-one; 
3 ( 5-dihydro-3-oxo-2-phenyl-2iy-pyrazoIo[4,3-c]pyridme-7-carboxylic acid 
propyiamide; 

20 3 ) 5-dihydro-3-oxo-2-phenyl-2ff-pyrazoIo[4,3-c]pyridine-7-carboxylic acid 
thiazol-2-ylamide; 

2- (4-chlorophenyl)-2,5-dihydro-6-methyl-7-phenylpyrazolo[4,3-c]pyridin-3- 
one; 

2,5-dihydro-2-(4-methox.vphenyl)-6-methyl-7-phenylpyrazoIo[4.3-c]pyridin- 
25 3-one; 

2 T 5-dihydro-6-methyl-2J-diphenylpyrazolo[4,3-c]pyridin-3-one; 
2,5-dihydro-6-methyl-2-(4-methylphenyI)-7-phenylpyrazolo[4 t 3-c]pyridin- 

3- one; 

2-(4-fluorophenyI)-2,5-dihydro-6-methyI-7-phenylpyrazoIo[4,3-c]pyridin-3- 
30 one; 
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G-ethyl-2.")-dihydro-2-(4-meth^^ 
one; 

6-cthyl-2.5-dihydro-2J-diphenylpyra/olo[4,3-c]pyridin-3-one; 
2.5-dihydro-2J-bis(4-methoxyphenyl)-(S^^ 

5 one; 

2-(4-chlorophenyl)-2,5-dihydro-7-(4-methoxyphenyl)-6-methyl- 
pyrazolo[4,3-c]pyridin-3-one: 

2 ? 7-bis(4-chlorophenyI)-2 f 5-dihydro-6-methyIpyrazolo[4,3-c]pyridin-3-one; 
2-(4-chlorophenyl)-2,5-dihydro-7-(3-mcLhoxyphcnyI)-6-methyl- 
10 pyrazolo[4,3-c]pyridin-3-one; 

2-(4-chlorophonyl)-2,5-dihydro-7-(2-mcthoxyphenyl)-6-methyl- 
pyrazolo[4.3-c]pyridin-3-one; 

2-(4-chlorophenyl)-2,5-dihydro-6-methyI-7-(thiophen-2-yl)pyrazolo[4.3- 
c]pyridin-3-one; 

15 2-(4-chIorophcnyl)-2,5-dihydro-7-(3-iodophenyl)-6-methylpyrazolo[4".3- 
c]pyi"idin-3-one; 

2-(4-chlorophcnyl)-2 t 5-dihydro-6-methyl-7-[3-(pyridin-3-yl)phenyI]- 
pyrazolo[4,3-c]pyridin-3-one; 

2-(4-chlorophenyl)-2.5-dihydro-6-methyl-7-[3-(thiophen-2-yl)phenyl]- 

20 pyrazolo[4.3-c]pyridin-3-one; 

2-(4-chlorophenyl)-2.5-dihydro-6-methyl-7-[3-(3-methyl-l,2,4-oxadiazol-5- 

yl)phenyl]pyrazolo[4.3-c]pyridin-3-one; 
2-(4-chlorophenyl)-2.5-dihydro-6-methyl-7-[3-(pyrrolidin-l* 
ylcarbonyI)phcnyl]pyrazolo[4,3-c]pyridin-3-one; 
25 2-(4-chlorophenyl)-2,5-dihydro-6-methyl-7-[3-(4-methylpiperazin-l- 

ylcarbonyl)phenyl]pyrazolo[4,3-c]pyridin-3-ono; 
2-(4-chlorophenyl)-2 r 5-dihydro-6-methyI-7-[3-(imidazol-l-yl)phenyl]- 

pyrazolo[4.3-c]pyridin-3-one; 

2-(4-chlorophenyl)-2.5-dihydro-6-methy]-7-(4-(i)yridin-3-yl)phenyl]- 
30 pyrazolo[4.3-c]pyridin-3-one; 
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2-(4-chlorophenyl)-2.5-dihydro-^ 
pyrazolo[4,3-c]pyridin-3-one; 

2-(4-chlorophenyl)-2 r 5-dihydro-G-methyl-7-[3-nitrophenyl]pyrazo 
c]pyridin-3-one; 

5 7-(3-aminophenyI)-2-(4-chlorophenyl)-2,5-dihydro-6-methylpyrazolo[4 I 3- 
c]pyridin-3-one; 

2-(4-chlorophenyl)-2.5-dihydro-6-methyI.7-[3-(3- 

pyridylmethylamino)phenyl]pyrazoIo[4,3-c]pyridin-3-onc; 

2-(4-chlorophenyl)-2,5-dihydro-6-methyl-7-[3-(dimethylamino)phenyl]- 
10 pyrazolo[4.3-c]pyridin-3-one; 

W-{3-[2-(4-chlorophenyl)-3,5-dihyd™^^ 

c]pyridin-7-yI]phenyl}methanesulphonamide; 

2-(4-chlorophenyl)-2.5-dihydro-6-methyl.7-[3-(4//-l f 2.4-triazol-4- 

yl)phenyl]pyrazolo[4,3-c]pyridin-3-one; 
15 N-{3-[2-(4-chlorophenyl)-3,5-dihydro-6-methyl-3-oxo-2i7-pyrazolo[4 F 3- 

c] py ridin- 7 -y 1] p heny 1} - N - (e thy 1) ure a ; 

2-(4-chlorophenyl)-2,5-dihydro-6-methyl-7-[3-(4-rnGthyIpiperazin-l- 
yl)phenyl]pyrazolo[4,3-c]pyridin-3-one; 

2,5-dihydro-2-phenyl-7-(4-pyridyl)pyrazolo(4,3-c]pyridin-3-one; 
20 7-(4-aminophenyI)-2-(4-chlorophenyl)-2,5-dihydro-6-methylpyrazolo[4.3- 

c]pyridin-3-one; 

7-(4-acetamidophenyl)-2-(4-chlorophenyl)-2,5-dihydro-6-methyl- 
pyrazolo[4,3-c]pyridin-3-one; 

7.[4.(4.(^e^^butoxycarbonyl)pipe^azin-l•yl)phenyl]-2-(4-chlo^ophenyl)-2.5- 

25 dihydro-6-methylpyrazolo[4 f 3-c]pyridin-3-one; 

2-(4-chlorophenyl)-2,5-dihydro-6-methyI-7-[4-(piperazin-l-yI)phenyI]- 

pyrazolo[4,3-c]pyridin-3-one; 

2-(4-chIorophenyl)-2,5-dihydro-6-methyl-7-[4-(pyrroIidin-2-on-l- 

yl)phenyl]pyrazolo[4.3-c]pyridin-3-one; 
30 7-[4-(2-amino-2-methylpropionamido)phenyl]-2-(4-chlorophenyl)-2.5- 

dihydro-6-methyIpyrazolo[4,3-c]pyridin-3-one; 
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2-(4-chlorophenyl)-2.o-dthydro-G-mcthyI-7-(4-(4-mcthylpipcrazin-l- 
yl)phenyl]pyrazolo[4.3-c]pyridin-3-one; 

7-[4-(iV'-*e^butoxycarbonylglycinam 

dihydro-6-methylpyrazolo[4,3-c]pyridin-3-one; 

5 2-(4-chlorophenyl)-2.5-dihydro-6-methyl-7-[4-(1.2 ? 4-triazol-4-yl)phenyl]- 
pyrazoIo[4.3-c]pyridin-3-one; 

2-(4-chlorophenyI)-7-(4*cyanophcnylj-2 t 5-dihydro-6-methylpyrazolof4,3- 
c]pyridin-3-one; 

7-(3-cyanophenyl)-2-(4-chlorophonyI)-2,5-dihydro-6-methylpyrazolo[4,3^ 
10 c]pyridin-3-one; 

2-(4-chlorophenyl)-2.5-dihydro-6-methyl-7-[4-(pyridin-2-ylmethy 

phcnyI]pyrazolof4.3-cjpyridin-3-one; 

2-(4-chlorophenyl)-7-[4-(iV,iV-di(cyd^ 

dihydro-6-methyIpyrazolo[4,3-c]pyridin-3-one; 
15 2-(4-chlorophenyl)-7-[4-(iV-cyclopro^ 

methylpyrazolo[4,3-c]p.vridin-3-one; 

7-(4-carboxamidophcnyI)-2-(4-chlorophenyI)-2.5-dihydro-6-methyl- 
pyrazolo[4,3-c]pyridin-3-one; 

2-(4-chlorophenyl)-2.5-dihydro-7-(3-methoxycarbonylphenyI)-6-methyl- 
20 pyrazolo[4,3-c]pyridin-3-one; 

2-(4-chlorophenyl)-2.5-dihydro-6-methyl-7-[3-(pyridin-2- 
yimethyIaminomethyI)phenyl]pyrazolo[4,3-c]pyridin-3-one; 
'* 2-(4-chlorophenyl)-2.5-dihydro-6-methyl-7-[4-(pyridin-2- 

ylmethylaminomethyl)phenyl]pyrazolo[4,3-c]pyridin-3-one; 
25 7-[4-(benzylaminoraechyl)phenyl]-2-(4-chlorophenyl)-2,5-dihydro-6-mothyl- 

pyrazolo[4.3-c]pyridin-3-one; 

7-(3-carboxamidophenyl)-2-(4-chlorophenyl)-2.5-dihydro-6-methyI- 
pyrazoIo[4,3-c]pyridin-3-one; 

2*(4-chlorophcnyI)-2.5-dihydro-6-methyI-7-[4-(pyrrolidin-l- 
30 ylmethyl)phenyI]-pyrazolo[4,3-c]pyridin-3-one; 
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2-(4-chlorophenyl)-2.5-dihydro^ 
pyrazolo[4.3-c]pyridin-3-one; 

2-(4-chlorophenyl)-2 t 5-dihydro-7-(4-iodophenyl)-6-methylpyra7.olo[4.3- 
c]pyridin-3-one; 

5 2-(4-chlorophenyl)-2,5-dihydro-6-methyl-7.[4-(3-dimethylaminoprop^ % vn- 

1- yl)phenyl]pyrazolo[4.3-c]pyridin-3-one; 

2- (4-chIorophenyI)-2 t 5-dihydro-7-[4-(imidazol-l-yI)phenyI]-6-methyI- 
pyrazoIo[4 t 3-c]pyridin-3-one; 

2-(4<-hIorophenyl)-2,5-dihydro-7-[4-(imidazol-2-yl)phenyl]-6-methyI- 
10 pyrazolo[4 ( 3-c]pyridin-3-one; 

2-(4-chlorophenyl)-2.5-dihydro-6-methyl-7-[4-(l,2,3-triazoI-5-yl)phenyI]- 
pyrazoIo[4,3-c]pyridin-3-one; 

2-(4-chlorophcnyI)-2,5-dihydro-6-mcihv!-7-[4-(thiazoI-2-yl)pheny 
pyrazolo[4.3-c]pyridin-3-one; 

15 2-(4-chlorophenyl)-2,5-dihydro-7-(4-hy 

c]pyridin-3-one; 

2-(4-chlorophenyl)-2 ( 5-dihydro-7-[4-(3-hydroxyprop-l-yn-l-yl)phenyl]-6- 
methylpyrazolo[4,3-c]pyridin-3-one; 

7-[4-(6-azabenzimidazoI-2-yI)phenyl]-2-(4-chlorophenyl)-2,5-dihydro-n- 
20 methylpyrazolo[4,3-c]pyridin-3-one; 

7-(2-acctyI-2,3,4,9-tetrahydro-l//-pyrido[3,4-6]indol-6-yI)-2-(4- 

chlorophenyl)-2,5-dihydro-6-methylpyrazolo[4 ? 3-c]pyridin-3-one; 

2-(4-chlorophenyl)-7-(2-ethyI-2,3,4,9-tetrahydro-li/-pyrido[3.4-6]indol-6- 

yl)-2,5-dihydro-6-methylpyrazolo[4.3-c]pyridin*3-ono; 
25 2-{4-chlorophenyl)-2 T 5-dihydro-7-[2-(dimethylaminoraethyl)indoI-5-yl]-6- 

methylpyrazoIo[4,3-c]pyridin-3-one; 

7-(benzimidazal-5-yl)-2-(4<hlorophenyl)-2,5-dihydro-6-methylpyr^ 
c]pyridin-3-one; 

2-(4-chlorophenyl)-2,5-dihydro-6-methyl-7-^^^ 
30 l ? 2,3-triazol-5-yl)phenyl]pyrazolo[4.3-c]pyridin-3-one; 
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2-(4-chlorophenyl)-2,5-dihy^ 

l,2,3-triazol-5-y0phenyl]pyra2olo[4,3-c]pyridin-3-one; 

2-(4-chlorophenyl)-2.5-dihydro-6-methyl-7-[4-(2-(pyridin-2-y 
yl)phenyl]pyrazoIo[4,3-c]pyridin-3-one; 

5 2-(4-chlorophenyI)-2,5-dihydro-6-methyl-7-[4-(2-(pyridin-2- 
yl)ethyl)phenyl]pyrazolo[4,3-c]pyridin-3-one; 

2-(4-chlorophenyl)-2.5-dihydro-6-methyl-7-[4-(l-methylimidazol-2- 
yl)phenyl]-pyrazolo[4,3-c]pyridin-3-one; 

2-(4-chlorophenyl)-2,5-dihydro-6-methyl-7-[4-(l,2.4-tnazoI-3-yl)phcny 
10 pyrazolo[4,3-c]pyridin-3-one; 

2-(4-chlorophenyI)-2.5-dihydro-6-methy!-7-[4-(l-oxa-S-azaspiro[4.5]dcc-3- 
en-3-yI)phenvi]pyrazolo[4,3-c]pyridin-3-one; 

7-bromo-2-(4-chlorophenyl)-2,5-dihydro-6-methylpyrazolo[4 f 3-cjpyridin-3- 
one; 

15 2-(4-chlorophenyl)-2.5-dihydro-7-iodo-6-methylp>a*azolo[4 ( 3-c]pyridin-3- 
one; 

2-(4-chlorophenyl)-2 r 5-dihydro-7-(2-ethoxycarbonylethcnyl)-6-methy 
pyrazolo[4,3-c]pyridin-3-one; 

7-(2-carboxamidoethcnyl)-2-(4-chlorophenyl)-2,5-dihydro-6- 
20 methylpyrazolo[4.3-c]pyridin-3-one; 

2-(4-chlorophenyl)-2,5-dihydro-6-methyl-7-[2-{pyridin-4'yI)ethenyl]- 
pyrazolo[4,3-c]pyridin-3-one; 

7-benzyl-2-(4-chlorophenyl)-2,5-dihydro-6-methylpyrazolo[4,3-c]pyridin-3- 
one; 

25 2-(4-chlorophenyl)-2 ( 5-dihydro-6-methyI-7-[2-(pyridin-4- 
yl)ethyl]pyrazolo[4.3-c]pyridin-3-one; 
7-(2-carboxamidoethyl)-2-(4-chlorophenyl)-2,5-dihydro-6- 
methylpyrazolo[4,3-c]pyridin-3-one; 

2-(4<hlorophenyI)-2,5-dihydro-6-mcthyI-7-[2-(pyridin-2-yl)echenyl]- 
30 pyrazolo[4,3-c]pyridin-3-ono; 
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2-(4-chIorophenyl)-2,5-fl^ 

pyrazolo[4.3-c]pyridin-3-one; 

2-(4-chlorophenyl)-2,5-dihydro-G^ 
c]pyridin-3-one; 

5 2-(4-chIorophenyI)-3,5-dihy^ 
7-carboxylic acid ethyl ester; 

2^(4<hlorophenyl)-2 T 5-dihydro-7.[2-(imidazol-l-yl)ethenyl]-6-methyl. 
pyrazolo[4.3-c]pyridin-3-one; 

2-(4-chlorophenyl)-2,5-dihydro-7-ethyl-6-mcthyIpyrazolof4,3-c^ 
10 one; 

2-(4-chIorophenyi)-2,5-dihydro 
c]pyridin-3-onc; 

2-(4-chIorophenyl)-2,5-dihydro-6-methyl-7-[2.(pyridin-2- 
yl)ethyl]pyrazoIo[4,3-c]pyridin-3-one; 
15 2-(4-chlorophenyl)-2,5-dihydro-6-m^ 
pyrazolo[4.3-c]pyridin-3-one; 
2-(4-chlorophenyI)-2,5-dihydro-6-m^ 
pyrazolo[4.3-c]pyridin-3-one; 

2-(4-chlorophenyI)-2,5-dihydro-7-hydroxymethyl-6-methylpyrazoIo[4 
20 c]pyridin-3-one; 

2-(4-chlorophenyl)-2,5-dihydro-6-methyl-7-[2-oxo-3-(l,2 ( 4-triazol-l- 
yl)propyI]-pyrazolo[4,3-c]pyridin-3-one; 

2-(4<hlorophenyl)-2,5-dihyd^ 

pyrazolo[4,3-c]pyridin-3-one; 

25 2-(4<hIorophenyl)-2,5-dihydro-6-metM 

ylmcthyI)aminoinethyl]pyrazolo[4 f 3-c]pyridin-3-one; 

2-(4-chIorophenyl)-2,5-dihydro-7-(3-znethoxycarbonylpropyl)-6- 
methylpyrazoIo[4 t 3-c]pyridin-3-one; 

7-(3-carboxamidopropyI)-2-(4-chlorophenyl)-2,5-dihydro-6-methyI- 
30 pyrazolo[4.3-c]pyridin-3-one; 
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7-f3*henzoyloxypropyl)-2-(4-chIorophenyl)-2 t 5-dihydro-6- 
mcthyipyrazolo[4,3-c]pyridin-3-one; 

2-r4-chlorophenyl)-2,5-dihydro-G-methyI-7-[3-(3-mcthyl-l,2 t 4-oxadiazol-5- 
y0propyl]pyrazolo[4,3-c]pyridin-3-one; 
5 2-(4-chIorophenyl)-7-(3-cyanopropyr)-2 ( 5-dihydro-6-methyIpyrazolo[4,3- 
c]pyridin-3-one; 

2-(4-chlorophenyl)-2 t 5-dihydro-6-methyI-7-0jyridin-3-yl)pyrazolo(4.3- 
c]pyridin-3-one; 

2-(4-chlorophenyl)-2,5-dihydro-7-[3-(lH-imidazol-2-yI)propyl]-6-methyl- 
10 pyrazolo(4,3-c]pyridin-3-one; 

2-(4-chlorophenyl)-2,5-dihydro-7-{3-hydroxyp^ 
c]pyridin-3-one; 

and salts and prodrugs thereof. 

The invention also provides pharmaceutical compositions 

15 comprising one or more compounds of this invention in association with a 
pharmaceutical^ acceptable carrier. Preferably these compositions are in 
unit dosage forms such as tablets, pills, capsules, powders, granules, 
sterile parenteral solutions or suspensions, metered aerosol or liquid 
sprays, drops, ampoules, auto-injector devices or suppositories: for oral, 

20 parenteral, intranasal, sublingual or rectal administration, or for 
administration by inhalation or insufflation. For preparing solid 
compositions such as tablets, the principal active ingredient is mixed with 
a pharmaceutical carrier, e.g. conventional tableting ingredients such as 
corn starch, lactose, sucrose, sorbitol, talc, stearic acid, magnesium 

25 stearate, dicalcium phosphate or gums, and other pharmaceutical 

diluents, e.g. water, to form a solid preformulation composition containing 
a homogeneous mixture of a compound of the present invention, or a 
pharmaceutical^ acceptable salt thereof When referring to these 
preformulation compositions as homogeneous, it is meant that the active 

30 ingredient is dispersed evenly throughout the composition so that the 

composition may be readily subdivided into equally effective unit dosage 
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forms such as tablets, pills and capsules. This solid preforniulation 
composition is then subdivided into unit dosajie forms of the type 
described above containing from 0.1 to about 500 mg of the active 
ingredient of the present invention. Typical unit dosage forms contain 
5 from 1 to 100 mg, for example 1, 2, 5, 10, 25, 50 or 100 mg, of the active 
ingredient. The tablets or pills of the novel composition can be coated or 
otherwise compounded to provide a dosage form affording the advantage of 
prolonged action. For example, the tablet or pill can comprise an inner 
dosage and an outer dosage component, the latter being in the form of an 

10 envelope over the former. The two components can be separated by an 
enteric layer which serves to resist disintegration in the stomach and 
permits the inner component to pass intact into the duodenum or to be 
delayed in release. A variety of materials can be used for such enteric 
layers or coatings, such materials including a number of polymeric acids 

15 and mixtures cf polymeric acids with such materials as shellac, cetyl 
alcohol and cellulose acetate. 

The liquid forms in which the novel compositions of the present 
invention may be incorporated for administration orally or by injection 
include aqueous solutions, suitably flavoured syrups, aqueous or oil 

20 suspensions, and flavoured emulsions with edible oils such as cottonseed 
oil, sesame oil, coconut oil or peanut oil, as well as elixirs and similar 
pharmaceutical vehicles. Suitable dispersing or suspending agents for 
aqueous suspensions include synthetic and natural gums such as 
tragacanth, acacia, alginate, dextran, sodium carboxymethylcellulose, 

25 methylcellulose, polyvinylpyrrolidone or gelatin. 

In the treatment of anxiety, a suitable dosage level is about 0.01 to 
250 mg/kg per day. preferably about 0.05 to 100 mg/kg per day. and 
especially about 0.05 to 5 mg/kg per day. The compounds may be 
administered on a regimen of 1 to 4 times per day. 
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The compounds in accordance with the present invention may be 
prepared by a process which comprises reacting a compound of formula III 
with a hydrazine derivative of formula IV, or an acid addition salt thereof: 




R 1 



NHNH, 



OH) 



(IV) 



wherein R 1 , R- and R :J are as defined above, L represents a readily 
displaceable group, and Z represents a reactive carboxylatc moiety. 

The acid addition salt of the hydrazine derivative of formula IV is 
10 suitably a mineral acid addition salt, typically the hydrochloride salt. 

The readily displaceable group L in the compound of formula III is 
suitably a halogen atom, e.g. chloro. 

Suitable values for the reactive carboxylate moiety Z include esters, 
for example Ci a alkyl esters; acid anhydrides, including mixed anhydrides 
15 with Ci-4 alkanoic acids; acid halides, for example acid chlorides; and 
acylimidazoles. Typically, Z represents methoxycarbonyl or 
e t hoxy ca r bo ny 1 . 

The reaction between compounds III and IV may conveniently be 
carried out by heating the reactants in a suitable solvent, e.g. a lower 
20 alkanol such as n-butanol or ethanoi, typically at the reflux temperature. 

A typical intermediate of formula III wherein the readily 
displaceable group L is chloro may conveniently be prepared by treating 
the compound of formula V: 
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O 




R 



I ! 

R \ r 
H 



(V) 



wherein R 2 . R J and Z are as defined above; with phosphorus oxychloride. 
Where they are not commercially available, the starting materials 
5 of formula IV and V may be prepared by methods analogous to those 

described in the accompanying Examples, or by standard methods well 

known from the art. 

It will be understood that any compound of formula I initially 

obtained from any of the above processes may, where appropriate, 
10 subsequently be elaborated into a further compound of formula I by 

techniques known from the art, including the methods described in the 

accompanying Examples. 

Where the above-described processes for the preparation of the 

compounds according to the invention give rise to mixtures of 
15 stereoisomers, these isomers may be separated by conventional techniques 

such as preparative chromatography. The novel compounds may be 

prepared in raceinic form, or individual enantiomers may be prepared 

either by enantiospecific synthesis or by resolution. The novel compounds 

may, for example, be resolved into their component enantiomers by 
20 standard techniques such as preparative HPLC, or the formation of 

diastereomeric pairs by salt formation with an optically active acid, such 

as (-)-di-p-toluoyl-d-tartaric acid and/or (+)-di-p-toluoyi-l-tartaric acid, 

followed by fractional crystallization and regeneration of the free base. 

The novel compounds may also be resolved by formation of diastereomeric 
25 esters or amides, followed by chromatographic separation and removal of 

the chiral auxiliary. 
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During any of the above synthetic sequences it may be necessary 
and/or desirable to protect sensitive or reactive groups on any of the 
molecules concerned. This may be achieved by means of conventional 
protecting groups, such as those described in Protective Croups in Organic 
5 Chemistry, ed. J.F.W. McOmie, Plenum Press, 1973; and T. W. Greene & 
P.G.M. Wuts, Protective Croups in Organic Synthesis, John Wiley & Sons, 
1991. The protecting groups may be removed at a convenient subsequent 
stage using methods known from the art. 

The following Examples illustrate the preparation of compounds 
10 according to the invention. 

The compounds in accordance with this invention potently inhibi: 
the binding of [ n H]-fluinazenil to the benzodiazepine binding site of human 
GABAa receptors containing the ct2 or u3 subunit stably expressed in Ltk 

cells. 

15 

Reagents 

• Phosphate buffered saline (PBS). 

• Assay buffer: 10 mM KH2PO4, 100 mM KC1, pH 7.4 at room 
temperature. 

20 • PH]-Flumazenil (18 nM for alp3y2 cells; 18 nM for a203y2 cells; 10 nM 
for a3p3y2 cells) in assay buffer. 

• Flunitrazepam 100 jiM in assay buffer. 

• Cells resuspended in assay buffer (1 tray to 10 ml). 

25 Harvesting Cells 

Supernatant is removed from cells. PBS (approximately 20 ml) is 
added. The cells are scraped and placed in a 50 ml centrifuge tube. The 
procedure is repeated with a further 10 mi of PBS to ensure that most of 
the cells are removed. The cells are pelleted by centrifuging for 20 min ar 

30 3000 rpm in a benchtop centrifuge, and then frozen if desired. The pellets 
are resuspended in 10 ml of buffer per tray (25 cm x 25 cm) of celb. 
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Assay 

Can be carried out in deep 96-well plates or in tubes. Each tube 
contains: 
5 • 300 jil of assay buffer. 

• 50 \x\ of PH]-flumazeniI (final concentration for aip3y2: 1.8 nM; for 
a2p3y2: 1.8 nM; for a3p3y2: 1.0 nM). 

• 50 jil of buffer or solvent carrier (e.g. 10% DMSO) if compounds are 
dissolved in 10% DMSO (total); test compound or flunitrazepam (to 

10 determine non-specific binding), 10 jiM final concentration. 

• 100 jil of cells. 

Assays are incubated for 1 hour at 40°C, then filtered using either a 
Tomtec or Brandel cell harvester onto GF/B filters followed by 3 x 3 ml 
washes with ice cold assay buffer. Filters are dried and counted by liquid 

15 scintillation counting. Expected values for total binding are 3000-4000 
dpm for total counts and less than 200 dpm for non-specific binding if 
using liquid scintillation counting, or 1500-2000 dpm for total counts and 
less than 200 dpm for non-specific binding if counting with meltilex solid 
scintillant. Binding parameters are determined by non-linear least 

20 squares regression analysis, from which the inhibition constant Ki can be 
calculated for each test compound. 

The compounds of the accompanying Examples were tested in the 
above assay, and all were found to possess a Ki value for displacement of 
[ 3 H]-flumazeniI from the a2 and/or a3 subunit of the human GABAa 

25 receptor of 100 nM or less. 

EXAMPLE 1 

2,5-Dihvdro-2.7-diphenvh)vrazolof4,3-c1pvridin-3-ono 

30 
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a) Ethvl 4-chlnro-3-i)henvI-5-nvridinocnrb()xvlaro 

A mixture of ethyl l,4-dihydro-4-oxo-3-phenyl-5-pyridinecarboxvlate 
(prepared from phenylacetyl chloride according to the procedures 
described in J. Org. Chem. 1978, 43. 20S7-20S8 and J. Heterocyclic Chem. 
5 1980, 17, 359-368) (3.82 g, 15.7 mmol) and phosphorus oxychloride (50 ml.) 
was heated at reflux overnight. The excess solvent was removed in vacuo. 
The residue was partitioned between ice-cold aqueous NaoCCh and ethyl 
acetate, and the organic layer was evaporated in vacuo to afford 3.72 g 
(90%) of the title compound as a brown solid; *H NMR (250 MHz, CDCh) 5 
10 1.44 (3H, t, J 7.2 Hz). 4.47 (2H, q, J 7.2 Hz). 7.40-7.54 (5H, m). 8.62 (1H. 
s). 8.91 (1H. s); MS (ES*) m/z 262/264 [MH]-. 

b) 2.5-Dihvdrn-2.7-diohenvlpvra*zoloT4.3-clnvridin-3-one 

A mixture of ethyl 4-chloro-3-phenyl-5-pyridinecarboxylate (0.300 g. 

15 1.15 mmol) and phenylhydrazine (0.125 ml, 1.27 mmol) in 1-butanol (25 
ml) was stirred at reflux under nitrogen for 24 h. More phenylhydrazine 
(0.125 ml 1.27 mmol) was added and the mixture was stirred at reflux for 
a further 3 days. The solvent was removed in vacuo and dichloromethanc. 
followed by hydrogen chloride in diethyl ether, was added. The solution 

20 was filtered, and the filtrate was washed with aqueous NaHCCb and 

evaporated in vacuo to give 31 mg (9%) of the title compound as a yellow 
solid; mp 280-285°C; ! H NMR (250 MHz, DMSO-d*) 5 7.18 (1H. t, J 7.4 
Hz), 7.41-7.56 (5H, m), 7.91 (1H. s), 8.17 (2H, d, J 7.1 Hz), 8.22 (2H, d, J 
7.5 Hz), 8.58 (1H. s), 12.60 (1H. br s); MS (ES+) m/z 288 [MH]\ Anal. 

25 found: C. 70.03; H, 5.00; N. 13.41. C18H12N.1O.I.3H2O requires: C, 69.80: 
H, 4.75; N, 13.56%. 

EXAMPLE 2 

30 2.5-Dihvdro-2-nhenvl»7-pronvlT)vraznlof4.3-dnvridin-3-one 
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a) Ethvl 4-chloro-3-Droi)vl-n-in*ridinocnrboxvlate 

A mixture of ethyl l,4-dihydro-4-oxo-3-propyl-5-pyridinccarboxvlate 
(prepared from 3-oxoenanthic acid, ethyl ester as described in J. 
Heterocyclic Chem. 1980. 2 7, 359-368) (3.33 g, 15.9 mrnol) and phosphorus 
5 oxychloride (50 ml) was heated at reflux for 2 h. The excess solvent was 
removed in vacuo and the residue was azeotroped with toluene. The 
residue was dissolved in dichlorome thane (75 ml) and washed with 
saturated aqueous NaHC03 (100 ml). The aqueous layer was further 
extracted with dichloromethane (2 x 75 ml), and the combined organic 

10 extracts were dried (Na2SO-0 and evaporated in vacuo. The residue was 
purified by flash chromatography (silica gel, 25% EtOAc/hexane) to yield 
2.84 g (78%) of the title compound as a pale yellow oil; ! H NMR (250 MHz, 
CDCh) 5 1.00 (3H. t. J 7.3 Hz), 1.42 (3H, t, J 7.1 Hz), 1.68 (2H, m), 2.77 
(2H, m), 4.43 (2H, q, c/7.1 Hz), 8.51 (1H. s), 8.78 (1H. s); MS (ES') m/z 

15 228/230 [MH]*. 



b) 2.5-DihvdrO'2'OhenvI-7-uror)vlr)vrazoIof4.3-clDvridin-3-one 

A mixture of ethyl 4-chloro-3-propyl-5-pyridinecarboxylate (0.5123 
g, 2.25 mrnol) and phenylhydrazine (0.32 ml, 3.25 mmol) in anhydrous 

20 1-butanol (18 ml) was stirred at reflux under nitrogen for 50 h. The 
solvent was removed in vacuo and the residue was purified by flash 
chromatography (silica gel, 5-10% MeOH/CH-Ch) to give 0.4767 g (84%) of 
the title compound as a yellow solid; mp 221-224°C (C^Cfc-EtOAc- 
hexane); »H NMR (360 MHz, DMSO-A?) 5 0.95 (3H, t. J 7.3 Hz), 1.77 (2H. 

25 m), 2.63 (2H, t ; J 7.3 Hz), 7.15 (1H, t, J 7.4 Hz). 7.36 (1H, s), 7.42 (2H, t. J 
7.4 Hz), 8.19 (2H, d, J 7.5 Hz). 8.47 (1H. s), 12.14 (1H. br s); MS (ES + ) m/z 
254 [MH]-. Anal, found: C, 71.22; H. 5.59; N, 16.45. C^HisNiO requires: 
C, 71.13; H. 5.97; N, 16.59%. 
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EXAMPLE 3 

2.5-Dihvdro-2-f4-mothoxvphenvn-7-nronvhjvrazoIof4.3-dnvridin-3-onp 

Following a similar procedure to that described in Example 2, Step 
5 b, except using 4-methoxyphenylhydrazine hydi-ochloride instead of 

phenylhydrazine (and degassing the cold mixture by evaporating the flask 
under vacuum and refilling with nitrogen several times), the title 
compound was prepared in 32% yield as a yellow solid; mp 165°C (CHjCb- 
EtOAc-hexane); *H NMR (360 MHz, DMSO-<fc) 5 0.94 (3H, t, J 7.4 Hz), 
10 1.76 (2H, m), 2.63 (2H, t, J 7.4 Hz), 3.77 (3H, s), 6.90 (2H, d, J 9.2 Hz), 

7.34 (1H, s). 8.07 (2H, d. J 9.2 Hz), 8.44 (1H. s). 12.12 (1H, br s); MS (ES*) 
m/z 284 [MH]~. Anal, found: C, 66.54; H. 6.12; N, 14.40. 
C16H17N3O2.O.3H2O requires: C, 66.56; H, 6.14; N, 14.55%. 

15 EXAMPLE 4 

2-(4-Chloronhenvl)'2.5*dihvdro-7-Droovlnvrazolof4.3'ClT}vridin-3-Qne 
hydrochloride 

A mixture of ethyl 4-chloro-3-propyl-5-pyi-idinecarboxylate (0.3199 
20 g, 1.40 mmol) and 4-chlorophenylhydrazinc hydrochloride (0.3019 g, 1.69 
mmol) in anhydrous 1-butanol (12 ml) was degassed by evaporating the 
flask under vacuum and refilling with nitrogen several times and then 
stirred at reflux under nitrogen for 4 h. After leaving to cool overnight, 
the mixture was filtered, and the solid was washed with ethyl acetate and 
25 dried at 60°C under vacuum to afford 0.2454 g (54%) of the title compound 
as a yellow solid; mp 213-218°C (CHaCh-MeOH-EtOAc); »H NMR (360 
MHz, DMSO-dfl) 5 0.94 (3H, t, J 7.4 Hz), 1.76 (2H, m), 2.64 (2H, t, J 7.3 
Hz), 7.41 (1H, s). 7.48 (2H. d, J 9.0 Hz), 8.24 (2H, d. J 8.9 Hz), 8.52 (1H, s). 
12.36 (1H, br s); MS (ES + ) m/z 288/290 [MH]*. Anal, found: C, 56.13; H, 
30 4.64; N, 13.02. Ci*HnCUN\iO.0.9HC1 requires: C. 56.20; H, 4.69; N. 13.11%. 



WO 99/48892 3() PCT/CB99/00803 



EXAMPLE 5 



7-Be 

nzvl-2-( f 4-chlorophenvI)'2.5-dihvdrnpvrazolo[4.3-c|pvridin-3-onf- 
hydrochloride 

5 

a) Ethvl 3-oxo-5-phenvlpentanoate 

To a stirred mixture of isopropyhdene malonate (5.00 g. 34.7 mmol) 
in anhydrous dichloromethane (15 ml), cooled under nitrogen to 3 C C. was 
added dropwise, over 7 min, dried pyridine (6.81 ml, 84.2 mmol). The 

10 resulting colourless solution was stirred at 3°C for 3 min, then a solution 
of hydrocinnamoyl chloride (5.00 ml, 33.7 mmol) in anhydrous 
dichloromethane (13 ml) was added dropwise over 2.5 h, whilst 
maintaining the temperature below 6°C. The resulting orange cloudy 
mixture was stirred at 3°C for 1 h. then at room temperature for 2.5 h. 

15 The mixture was diluted with dichloromethane (20 ml) and poured into 

ice-cold 1M aqueous HC1 (42 ml). The aqueous layer was further extracted 
with dichloromethane (2 x 25 ml), and the combined organic extracts were 
washed with 1M aqueous HC1 (2 x 25 ml), then saturated aqueous NaCl 
(25 ml), dried (NasSOt) and evaporated in vacuo to leave 9.06 g of crude 

20 5-benzylacetyl-2,2-dimethyl-l,3-dioxane-4,6-dione as an orange oil. 

This was dissolved in ethanol (55 ml) and the solution was heated 
at reflux under nitrogen for 2.5 h. The solvent was removed in vacuo and 
the residue was purified by flash chromatography (silica gel, 10% 
EtOAc/hexane) to give 5.582 g (75%) of the title compound as a colourless 

25 oil; m NMR (250 MHz, CDCb) 1.26 (3H, t, J 7.1 Hz), 2.90 (4H. m), 3.42 
(2H, s), 4.18 (2H, q, J 7.1 Hz), 7.17-7.32 (5H. m). 

b) Ethvl 3-benzvl-1.4-dihvdro-4-oxo-5-nvridinecarhoxvlate 

To a solution of sodium (0.5835 p. 25.4 mmol) in ethanol (18 ml) 
30 under nitrogen, was added ethyl 3-oxo-5-phenylpentanoate (5.5752 g. 25.3 
mmol) in ethanol (5 ml) and 1.3.5-triazine (2.0544 g, 25.3 mmolV The 
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mixture was beared .at reflux for 1 h, then allowed to cool. The solvent 
was removed in vacuo, and water (15 ml) was added to the residue. The 
pH was brought to 4 by the addition of coned HC1 (3 ml) and the mixture 
was left overnighc. The resulting solid was collected hy filtration, washed 
5 with ethanol and dried under vacuum at 60°C to yield 4.6324 g (71%) of 
the title compound as a buff solid; »H NMR (360 MHz, DMSO-dir) 5 1.24 
(3H, t, J 7.1 Hz). 3.64 f2H. s), 4.16 (2H, q. J 7.1 Hz).- 7. 15-7.28 (5H. m). 
7.53 (1H, s), 8.18 (1H. s), 11.64 (1H, br s). 

10 c) Ethvl 3-benzvl-4-chloro-5-pvridinecnrhoxvIate 

Following a similar procedure to that described in Example 2. Step 
a, except using ethyl 3-benzyl-l,4-dihydro-4-oxo-5-pyridmecarboxylate 
instead of ethyl l,4-dihydro-4-oxo-3-propyl-5-pyridinecarboxylate, the title 
compound was prepared in 83% yield as. a pale yellow oil: *H NMR (360 

15 MHz, CDCLj) 5 1.41 (3H, t. J 7.1 Hz), 4. 16 (2H, s), 4.43 (2H. q, J 7. 1 Hz), 
7.17-7.33 (5H, m), 8.49 (1H. s), 8.83 (1H, s); MS (ES + ) m/z 27G/278 [MH]\ 

(1) 7-BenzvI-2-(4'Chloroohonvl)-2.5-dihvdroovrazoIof4,3-clnvridin-3-one 
hydrochloride 

20 Following a similar procedure to that described in Example 4, 

except using ethyl 3-benzyl-4-chloro-5-pyridinecarboxylate instead of ethyl 
4-chloro-3-propyl-5-pyridinecarboxylate, the title compound was prepared 
in 50% yield as a cream solid; mp 175-180°C (CH 2 Cl2-MeOH-HCl-Et 2 0- 
EtOAc); «H NMR (360 MHz. DMSO-d/;) 5 3.98 (2H, m). 7.21 (1H. t, J 7.3 

25 Hz), 7.30 (2H, t, J 7.2 Hz), 7.36 (1H, s), 7.42 (2H, d, J 7.2 Hz), 7.49 (2H, d, 
J 8.9 Hz), 8.25 (2H, d. J 8.9 Hz), 8.52 (1H, s). 12.36 (1H, br s); MS (ES*) 
m/z 336/338 [MH]*. Anal, found: C, 62.16; H, 3.83: N. 11.36. 
Cn)HuClNnO.0.9HCl requires: C. 61.91; H. 4.07; N, 11.40%. 
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EXAMPLE 6 

7-Ben7A-l-2.5-dihvdro-2-f4-metho^ 
hydrochloride 

5 Following a similar procedure to that described in Example 4, 

except using ethyl 3-benzyl-4-chloro-5-pyridinecarboxylate and 4- 
methoxyphenylhydrazine hydrochloride instead of ethyl 4-chloro-3-propyl- 
5-pyridinecarboxylate and 4-chlorophenylhydrazine hydrochloride, the 
title compound was prepared, after trituration with CHeCh-MeOH-HCl- 

10 Et 2 0, in 30% yield as a cream solid; mp 179-185 3 C; »H NMR (360 MHz, 

DMSO-cfc) 5 3.78 (3H, s). 4.00 (2H, m). 7.01 (2H. d, J 9.2 Hz). 7.21 (1H. t. J 
7.3 Hz). 7.31 (2H, t. J 7.3 Hz), 7.41 (1H, s). 7.42 (2R d. J 7.0 Hz), 8.05 
(2H, d, J 9.2 Hz), 8.56 (1H, s), 12.52 (1H, br s); MS (ES*) m/z 332 [MH]\ 
Anal, found: C. 65.36; H, 4.86; N, 11.25. C20H17N3O2.HCI requires: C, 

15 65.31; H, 4.93; N\ 11.42%. 

EXAMPLE 7 

3.5'Dihvdro-3-oxo-2-Dhenvl-2//'r)vrazolof4.3-c]nvridine-7'carboxvlic acid 
20 propvlnmide 

a) Diethvl 4-chloro-3,5-nvridinedicarboxvlate 

Following a similar procedure to that described in Example 1. Step 
a, except using diethyl l,4-dihydro-4-oxo-3,5-pyridinedicarboxyIate 

25 (prepared from diethyl 1,3-acetonedicarboxylate as described in J. 

Heterocyclic Chem. 1980, 17 t 359-368) instead of ethyl l,4-dihydro-4-oxo-3- 
phenyl-5-pyridinecarboxylate, the title compound was prepared, after 
purification by flash chromatography (silica gel. 10% EtOAc/hexane). in 
quantitative yield; "H NMR (250 MHz. CDCb) 5 1.43 (6H. t. J 7.1 Hz). 

30 4.46 (4H. q. J 7.1 Hz), 8.98 (2H, s); MS (ES + ) m/z 258/260 [MH]\ 
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h) 3,5-Dihvdro-3-oxo-2-uhcnvI-2//-nvrn7oln f4.3-r1|wr^in e .7-caiWvI^ acid 
ethvl ester 

A mixture of diethyl 4-chloro-3,5-pyridinedicarboxylate (3.09 g. 12.0 
mmol) and phenylhydrazinc (1.42 ml. 14.4 mmol) in ethanol (100 ml) was 
5 degassed by evaporating under vacuum and refilling with nitrogen several 
times. The mixture was then stirred at reflux for 17 h under nitrogen. 
The mixture was left to cool in the fridge for a few hours, then filtered 
from a solid, which was washed with ethanol and ethyl acetate. The 
combined filtrates were evaporated in vacuo, and the residue was purified 
10 by flash chromatography (silica gel, 5% MeOH/CHyCfe) to afford 1.559 g 
(46%) as an orange solid; 'H NMR (360 MHz, DMSO-cfe) 5 1.35 (3H t. J 7.1 
Hz). 4.34 (2H, q, J7.1 Hz). 7.13 (1H, t. -7 7.3 Hz), 7.44 (2H. t. J1.5 Hz), 
8.14 (1H, s), 8.19 (2H, d. J 7.6 Hz). 8.57 (1H, s). 12.49 (1H, br s). 



15 c) 3.5-Dihvdro-3-oxo-2-Dhenvl-2//-Dvrazolof4.3-c1nvridine-7-carboxvIic acid 
A mixture of S^-dihydro-S-oxo^-phenyl^/Z-pyrazolo^^-cJpyridine- 
7-carboxyIic acid ethyl ester (0.9522 g. 3.36 mmol) in IN aqueous NaOH 
(16 ml, 16.0 mmol) was stirred at room temperature for 3.25 h. The 
mixture was filtered, and the filtrate was neutralised to pH 5 by the 

20 addition of 5N aqueous HC1 (3 ml). The resulting solid was collected by 
filtration, washed with water, then hexane, and dried under vacuum at 
70°C to leave 0.6498 g (76%) of the title compound as an orange solid; mp 
2S7-302°C; *H NMR (360 MHz, DMSO-ck) 8 7.18 (1H, t, J 7.4 Hz), 7.44 
(2H, t, J 7.5 Hz), 8.12 (1H, s), 8.17 (2H, d. J 7.6 Hz), 8.56 (1H. s). 12.66 

25 (1H, br s); MS (ES + ) rn/z 256 [MHJ*. Anal, found: C, 59.81; H. 3.49; N, 
16.27. C13H9N3O3-O.3H2O requires: C, 59.91; H, 3.71; N, 16*12%. 

d) 3.5-Dihvdro-3-oxo-2-phenvl-2//-nvrazolof4.3-clpvridine-7-cnrboxvlic acid 
nropvlamide 

30 To a solution of 3 ( 5-dihydro-3-oxo-2-phenyl-2H-pyrazolo{4.3- 

c]pyridine : 7-carboxylic acid (50 mg, 0.196 mmol) in anhydrous N,N- 
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dimethylacetamide (2 ml) was added propylamine (17.8 ml 0.21G mmol). 
bis(2-oxo-3-oxazolidinyl)phosphinic chloride (55 mg, 0.216 mmol), then, 
dropwisc, anhydrous triethylamine (60 ml, 0.430 mmol). The mixture was 
stirred under nitrogen ac room temperature for 2 h. Water (5 ml) was 
5 then added and the mixture was stirred before collecting: the solid by 

filtration. The solid was washed with water, then hexane, and dried under 
vacuum at 70°C. The solid was then purified by recrystallisation (CH^Cl - 
MeOH-EtOAc) to afford 39.1 mg (67%) of the title compound as an orange 
solid; <H NMR (360 MHz, DMSO-cW 5 0.99 (3H, t, J 7.3 Hz), 1.62 (2H, 
10 sextet, J 7.2 Hz), 3.41 (2H, q, J 6.8 Hz), 7.21 (1H. t J 7 .4 Hz), 7.47 (2H, t. 
J 7.5 Hz). 8.16 (1H. s). 8.18 (2H, d, J 7.6 Hz), 8.6S (1H, s), 8.70 (1H. t), 
12.69 (1H. br s): MS (ES*) m/z 297 [MH]\ 

EXAMPLE 8 

15 

3.5-Dihvdro-3-oxo-2-ohenvl-2ff-Dvrazolof4.3-c1r)vridine-7-carboxvlic acid 
thiazol-2-vlamide 

Following a similar procedure to that described in Example 7. Seep 
d, except using 2-aminothiazole instead of propylamine, and purifying the 

20 solid by recrystallisation (CH2Cl2-MeOH). then by flash chromatography 
(silica gel. 5% MeOH/CH2Cl2) the title compound was prepared in 36°o 
yield; J H NMR (360 MHz, DMSO-<fs) 5 7.26 (1H, t), 7.39 (1H, d, J 3.5 Hz), 
7.53 (2H, t, J 7.6 Hz), 7.62 (1H, d, J 3.5 Hz), 8.19 (2H, d, J 7.7 Hz), 8.40 
(1H, s), 8.7S (1H, s). 12.07 (1H, s), 13.02 (1H, br s): MS (ES + ) m/z 33S 

25 [MHJ*. 272. 1S6. 

EXAMPLE 9 

2-(4-Chlorouhcnvl)-2.5-dihvdro-6-methvl-7*nhenvlnvrazolof4.3-c1ovridin-3- 
30 one hydrochloride 
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a) Dicfhvl aminomethvlenemalonate 

To diethyl ethoxymethylcnemalonate (50.13 g, 0.232 mmol). cooled 
to -20°C under nitrogen, was added a 2.0 M solution of ammonia in 
ethanol (232 ml, 0.464 mmol) and the resulting solution was stirred at 
5 room temperature overnight. The solution was then evaporated in vacuo 
to give a quantitative yield of the title compound as a cream solid; *H 
NMR (360 MHz, CDCb) 5 1.2S (3H, t, J 7.1 Hz), 1.35 (3H. t, J 7.1 Hz). 4.19 
(2H, q. J 7.1 Hz), 4.26 (2H, q. J 7.1 Hz). 5.63 (1H. br s), 8.11 (1H. dd), 8.69 
(1H. br s). 

10 

b) Ethvl 1.4-dihvdro-2-methvl-4-oxo-3-DhenvI-5-nvridinecarhoxvlate 

A mixture of diethyl aminomethylencmalonate (5.00 g. 26.7 mmol), 
phenylacetone (3.51 ml, 26.7 mmol) and phosphorus pentoxide (6.67 g, 
47.0 mmol) in anhydrous THF (40 ml) was stirred at room temperature 

15 under nitrogen for 2 days, during which time more phosphorus pentoxide 
(6.67 g, 47.0 mmol) was added. The solution was decanted from the paste, 
and the residue was washed with THF (18 x 30 ml). The combined 
washings were evaporated in vacuo and the residue was extracted with 
ethvl acetate (6 x 50 ml). The combined extracts were washed with 

20 saturated aqueous K'COn (75 ml), then saturated aqueous NaCl (75 ml), 
dried (MgSO«i) and evaporated in vacuo. The residue was purified by flash 
chromatography (silica gel, 20% EtOAc/hexane) to give 3.47 g of a mixture 
of enamines and phenylacetone. 

This was added dropwise over 5 min to Dowtherm® A (35 ml), at 

25 reflux, and the resulting solution was heated at reflux for a further 5 min. 
After allowing to cool, the residue was purified by flash chromatography 
(silica gel, 0-2% MeOH/CH-Clj) to afford 1.90 g (28%) of the title 
compound as a pale brown solid: 'H NMR (360 MHz. DMSO-dc) 5 1.25 
(3H ( t, J 7.1 Hz), 2.06 (3H, s). 4.18 (2H. q, J 7.1 Hz), 7.16 (2H, d. =7 6.9 Hz), 

30 7.30 (1H, t. J 7.3 Hz). 7.38 (2H. t. J 7.5 Hz), 8.15 (1H. br s). 1 1.74 (1H. br 
s); MS (ES*) m tz 258 [MH] + . 
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c) Echvl 4-chloro-2-mcthvl-3-phenvl-o-nvridinccnrhoxvlate 

Following a similar procedure co that described in Example 2, Step 
a, except using ethyl 1.4-dihydro-2-methyl-4-oxo-3-phenyl-5- 
5 pyridinecarboxylate instead of ethyl l,4-dihydro-4-oxo-3-propyl-5- 

pyridinecarboxylate. the title compound was prepared in 89% yield as a 
brown oil: »H NMR (250 MHz, CDC1 3 ) 5 1.42 (3H, t, J 1.1 Hz), 2.2G (3H. s), 
4.44 (2H, q, -7 7.1 Hz). 7.19 (2H, dd f J 7.9, J' 1.5 Hz). 7.41-7.54 (3H. m), 
8.86 (1H, s); MS (ES f ) m/z 276/278 [MH]*. 

10 

d) 2-(4'ChloroDhenvlV2.5-dihvdro-6-methvl-7-ohen%-lnvrazolof4.3- 
dnvridin-3-one hydrochloride 

Following a similar procedure to that described in Example 4, 
except using ethyl 4-chIoro-2-methyl-3-phenyl-5-pyridinecarboxylate 
15 instead of ethyl 4-chloro-3-propyl-5-pyridinecarboxylate, the title 

compound was prepared in 44% yield as a yellow solid; mp 346-348°C 

(CH2Cl-j-MeOH-HCl-Et20-EtOAc-hexane); »H NMR (360 MHz. DMSO-drf 
5 2.25 (3H, $). 7.21 (1H, t. J 7.3 Hz). 7.41-7.45 (3H, m), 7.50-7.51 (4H f m). 
8.12 (2H. d. J 9.0 Hz), 8.57 (1H. s), 12.54 (1H. br s); MS (ES*) m/z 336 
20 [MH]-. Anal, found: C, 62.73; H, 4.10: N, 11.48. CioHuCiNsO.O.SHCl 
requires: C. 62.53; H, 4.09; N, 11.51%. 

EXAMPLE 10 

25 2.5-Dihvdro-2'f4-methoxvT)henvl)-6-methvl-7-phenvlnvrazolof4.3- 
clpvridin-3-one 

Following a similar procedure to that described in Example 4. 
except using ethyl 4-chloro-2-methyI-3-phenyl-5-pyridinecarboxylate and 
4-methoxyphenylhydrazine hydrochloride instead of ethyl 4-chloro-3- 
30 p ropy 1-5-pyridinecarboxy late and 4-chIorophenylhydrazine hydrochloride, 
the title compound was prepared, after further purification by flash 
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chromatography (silica gel, 5% MeOH/CH-CL) and rccrystallisation 
(CHaCb-MeOH-EtOAc). in 4% yield as a yellow solid; mp 300-3lO°C; »H 
NMR (3G0 MHz, DMSO-cfc) 5 2.25 (3H, s). 3.74 (3H. s). 6.93 (2H, d. J 9.2 
Hz), 7.43 (1H. m), 7.47-7.51 (4H, m). 7.95 (2H, d, J 9.1 Hz), 8.50 (1H. s). 
5 12.34 (1H. br s); MS (ES + ) tn/z 332 [MH] + . Anal, found: C, 72.15; H, 4.84; 
N, 12.66. C20H17GIN.1O2 requires: C, 72.49; H. 5.17; N, 12.68%. 

EXAMPLE 11 

10 2.5-Dihvdro-6-methvl-2.7-diphenvlnvra2oIor4.3-clnvridin-3-one 
hydrochloride 

Following a similar procedure to that described in Example 4. 
except using ethyl 4-chloro-2-methyI-3-phenyl-5-pyridinecarboxylatc and 
phenylhydrazine instead of ethyl 4-chloro-3-propyl-5-pyridinecarboxylate 

15 and 4-chlorophenylhydrazine hydrochloride, the title compound was 
prepared in 68% yield as a yellow solid; mp 237-243°C (CH*Cl2-MeOH- 
HCi-EtjO-EtOAc); >H NMR (360 MHz, DMSO-cfo) 8 2.28 (3H, s), 7.14 (1H. 
t, J 7.4 Hz), 7.38 (2H, t, J 7.5 Hz), 7.44 (1H, m). 7.49-7.53 (4H. m), 8.04 
(2H. d, J 7.8 Hz), 8.59 (1H, s), 12.70 (lH.br s); MS (ES~) m/z 302 [MH]-. 

20 Anal, found: C, 67.41; H, 4.43; N. 12.32. CiaHisNaO.HCI requires: C, 67.5G; 
H, 4.77; N, 12.44%. 

EXAMPLE 12 

25 2.5-Dihvdro-6-methvl-2-(4-methvlphenvn-7-phenvlDvrazolof4.3-c1nvridin- 

3-one hydrochloride 

Following a similar procedure to that described in Example 4, 

except using ethyl 4-chloro-2-methyl-3-phenyl-5-pyridinecarboxylate and 

p-tolylhydrazine hydrochloride instead of ethyl 4-chloro-3-propyl-5- 
30 pyridinecarboxylate and 4-chlorophcnylhydrazine hydrochloride, the title 

compound was prepared in 28% yield as a pale yellow solid; mp 315-321°C 
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(CH^Cb-HCl-Et.O-EtOAc): »H NTVIR (360 MHz, DMSO-dfl 5 2.27 (3H, s). 
2.23 (3H. s), 7.18 (2H, d, J 8.6 Hz), 7.44 (1H, m), 7.51-7.52 (4H, m), 7.91 
(2H, d. J 8.5 Hz), 8.57 (1H, s), 12.64 (1H. br s); MS (ES + ) rn/z 316 [MH]\ 
Anal, found: C, 66.93; H. 4.95; N. 11.67. C2oHi7N.iO.HCL0.1CH 2 Cl2 
5 requires: C, 67.00; H, 5.09: N, 11.66%. 

EXAMPLE 13 

2- ^4-FluorophenvIV2.5-dihvdro-6-rnethvl-7-phenvIpvrazolof4.3-clpvridin-3" 
10 one 

Following a similar procedure to that described in Example 4, 
except using ethyl 4-chloro-2-methyl-3-phenyl-5-pyridinecarboxylate and 

4- fluorophenylhydrazine hydrochloride instead of ethyl 4-chloro-3-propyl- 

5- pyridinecarboxylate and 4-chlorophenylhydrazine hydrochloride, the 
15 title compound was prepared, after further purification by flash 

chromatography (silica gel, 5% MeOH/CHaCk), in 19% yield as a yellow 
solid; mp 303-317°C (CH 2 Cl~MeOH-EtOAc); *H NMR (360 MHz, DMSO- 
de) 5 2.25 (3H f s). 7.20 (2H, t, J 9.0 Hz), 7.42 (1H, m), 7.50-7.51 (4H. m), 
8.09 (2H. dd, J 9.2, J'5.2 Hz). 8.55 (1H, d), 12.43 (1H, br s): MS (ES*) rn/z 
20 320 [MH]*. Anal found: C, 69.91; H. 4.15; N, 13.25. CinHuFNjO.O.SHaO 
requires: C, 70.27; H, 4.53; N, 12.94%. 

EXAMPLE 14 

25 6-Ethvl-2.5-dihvdro-2-(4-methoxvT}henvIV7-phenvlpvrazolof4.3-c]pvridin- 

3- one 

a) Ethvl 2-ethvl-1.4-dihvdro-4-oxo-3-phenvI'5-Dvridinecarboxv1ate and 
ethvl 2-benzvl-1.4-dihvdro-3-methvl-4-oxo-5-nvridinecarhoxvIate 
30 Following a similar procedure to that described in Example 9, Step 

b r except using l-phenyl-2-butanone instead of phenylacetone. the title 
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compounds were prepared as a 88:12 mixture in 25% yield; MS (ES~) m/z 
272 [MH]\ 226 [M-OEt]'. 

h) Ethvl 4-chloro-2-ethvl-3-phGnvI'5-pvridinocarhoxvlate and ethvl 2- 
5 hfinzvl-4-chloro-3-methvl-5-pvridinecarboxvlate 

Following a similar procedure to that described in Example 2, Step 
a, except using: the product mixture from Example 14, Step a, instead of 
ethyl l,4-dihydro-4-oxo-3-propyl-5-pyridinecarboxylate, the title 
compounds were prepared in 99% yield as a 88:12 mixture. The title 
10 compounds were separated by flash chromatography (alumina. 20% 
Et-iO/hexane). 

Ethvl 4-chloro-2-ethvI-3-nhcnvl-5-pvridinecarhoxvlatc : l H NMR (360 MHz, 
CDCb) 5 1.14 (3H, t, J 7.5 Hz). 1.41 (3H. t, J 7.1 Hz), 2.59 (2H. t, J 7.5 
Hz), 4.43 (2H, q, J7.1 Hz), 7.19 (2H. dd, J 8.0, J'1.7 Hz), 7.42-7.51 (3H, 
15 m), 8.90 (lH, s); MS (ES + ) m/z 290/292 [MH]*. 

Ethvl 2-henzvl-4'chloro-3-methvl-5-nvridinecarboxvlate : l H NMR (360 
MHz, CDCla) 5 1.41 (3H t t, J 7.1 Hz), 2.36 (3H. s), 4.28 (2H, s), 4.42 (2H, q. 
J 7.1 Hz). 7.15 <2H. d, J 7.2 Hz), 7.20 (1H, t. J 7.2 Hz), 7.27 (2H, t, J 7.6 
Hz), S.78 (1H. s); MS (ES*) m/z 290/292 [MH]*. 

20 

c) 6-Ethvl-2.5-dihvdro-2-f4-methoxvphenvn-7-DhenvlDvrazolof4.3- 
c |pvridin-3-one 

Following a similar procedure to that described in Example 3, 
except using ethyl 4-chloro-2-ethyl-3-phenyl-5-pyridinecarboxylate instead 
25 of ethyl 4-chloro-3-propyl-5-pyridinecarboxylate, the title compound was 
prepared in 5% yield as a yellow solid: mp 233-245°C; »H NMR (500 MHz, 
DMSO-dd 5 1. 14 (3H, t, J 7.5 Hz). 2.54 (2H, q, J 7.5 Hz), 3.74 (3H, s), 6.93 
(2H. d. J 9.1 Hz), 7.42-7.4G (3H, m), 7.51 (2H, t. J 7.4 Hz), 7.93 (2R d. J 
9.1 Hz). 8.52 (1H. s): MS (ES*) m/z 34G [MH]\ 
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EXAMPLE 15 

6-Er.hvl'2.5-dihvdro-2.7-dinhenvInvra2oIof4.3-c1r)vridin-3-onfi 
hydrochloride 

5 Following a similar procedure to that described in Example 4, 

except using ethyl 4-chioro-2-ethyl-3-phenyl-5-pyridinecarboxylate and 
phenylhydrazine instead of ethyl 4-chloro-3-propyl-5-pyridinecarboxylate 
and 4-chlorophenyIhydrazine hydrochloride, the title compound was 
prepared in 35% yield as a yellow solid; mp 239-247°C; l H NMR (500 
10 MHz, DMSO-d*) 8 1.14 (3R t, J 7.5 Hz), 2.54 (2H, q, J 7.5 Hz), 7.12 (1H, t, 
J 7.4 Hz), 7.39 (2R t, J 7.6 Hz), 7.42-7.54 (5R m). 8.02 (2H, d t J 7.7 Hz), 
8.58 (1H. s), 12.59 (1R br s): MS (ESn m/z 316 [MH]*: Anal, found: C, 
68.03; H. 5.22; N, 11.79. C20H17N3O.HCI requires: C. 68.28; H, 5.16: N, 
11.94%. 

15 

EXAMPLE 16 

2.5-Dihvdro-2,7-bis< f 4-methoxvT)henvn-6-methvlpvrazolof4,3-c1nvridin-3- 
one 

20 

a) Ethvl l,4-dihvdro-3-(4-methoxvT3henvl)'2-methvl-4-oxo-5- 
pvridinecarboxvlate 

Following a similar procedure to that described in Example 9, Step 
b, except using 4-methoxyphenylacetone instead of phenylacetone, the 
25 title compound was prepared in 6% yield as a pale brown solid; *H NMR 
(360 MHz, CDCI3) 5 1.44 (3H, t, J 7.1 Hz), 2.37 (3R s), 3.86 (3R s), 4.46 
(2H, q, J 7.1 Hz), 7.01 (2H, d, J 8.7 Hz), 7.19 (2R t, J 8.7 Hz), 8.86 (1H, s). 
11.34 (1H. br s); MS (ES + ) m/z 288 [MH]-, 260. 242 [M-OEt]\ 
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b) Ethvl 4-chloro-344-methoxvi)henv'I)-2'meth vI-5-tivridinecarhoxvlar.fi 

Following a similar procedure to that described in Example 2, Step 
a, except using ethyl 1.4-dihydro-3-(4-methoxyphenyl)-2-methyl-4-oxo-5- 
pyridinecarboxylatc instead of ethyl 1.4-dihydro-4-oxo-3-propyl-5- 
5 pyridinecarboxylate. the title compound was prepared in 94% yield as an 
almost colourless oil; l H NMR (360 MHz, CDCl.i) 3 1.41 (3H, t, J 7.1 Hz). 
2.36 (3H. s). 3.S7 (3H, s). 4.43 (2H, q. J 7.1 Hz). 7.01 (2H, d. J 8.7 Hz), 7.11 
(2H, d. J 8.3 Hz), 8.82 (1H. s); MS (ES + ) m/z 30S/306 [MH]"\ 278/280. 

10 c) 2.5-Dihvdro-2.7-bis(4-mothoxvphenvlV6-methvlnvrazolof4.3-clDvridin-3- 
one 

A mixture of ethyl 4-chloro-3-(4-methoxyphenyl)-2-methyl-5- 
pyridinecarboxylace (0.1842 g, 0.602 mmol) and 4- 
methoxyphenylhydrazine hydrochloride (0.1000 g, 0.724 mmol) in 

15 anhydrous 1-butanol (7 ml) was degassed by evaporating the flask under 
vacuum and refilling with nitrogen several times. The mixture was then 
stirred at reflux under nitrogen for 32 h t during which time more 
4-methoxyphenylhydrazine hydrochloride (0.1001 g, 0.724 mmol) was 
added. The solvent was removed in vacuo and the residue was purified by 

20 flash chromacography (silica gel, 3-7% MeOH/CH2Clj) to give 4t5.5 mg 
(21%) of the title compound as a yellow solid; mp 274-282°C (CH2CI2- 
MeOH-EtOAc); l H NMR (360 MHz, DMSO-<fc) 5 2.40 (3H, s), 3.88 (3H, s), 
> 3.96 (3H, s), 7.08 (2H, d, J 9.2 Hz). 7. 19 (2H, d. J 8.7 Hz). 7.59 (2H. d. J 

8.7 Hz), 8.11 (2H, d, J 9.1 Hz), 8.61 (lH. s), 12.43 (1H. br s): MS (ES*) m/z 

25 362 JMH]*. Anal, found: C. 69.95; H, 5.02: N. 11.60. C21H19N3O3 requires: 
C. 69.79; H, 5.30; N, 11.63%. 
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EXAMPLE 17 

2^4-ChloroT>henvIV2.5-dihvdro-7-(4-methoxvT3henvI)-6-methvI- 
pvrazoIof4.3-dnvridin-3-one hydrochloride 
5 Following a similar procedure to that described in Example 4, 

except using ethyl 4-chloro-3-(4-methoxyphenyl)-2-methyl-5- 
pyridinecarboxylate instead of ethyl 4-chloro-3-propyl-5- 
pyridinecarboxylate, the title compound was prepared in 75% yield as a 
yellow solid; mp 271-281°C (CH 2 Cfe-McOH-HCl-Et 2 0-EtOAc); l H NMR 
10 (360 MHz, DMSO-d5) 8 2.27 (3H, s), 3.S3 (3H, s), 7.06 (2H, d, J 8.7 Hz), 
7.42 (2H, d. J 9.2 Hz), 7.45 (2H, d. J S.9 Hz), 8. 13 (2H, d, J 9.0 Hz), 8.54 
(lH t s). 12.50 (1H, br s); MS (ES~) m/z 3667368 pVIH]+. Anal, found: C, 
60.75; H. 4.19; N, 10.84. C M HifiN\iO2.0.8HCl requires: C, 60.82; H, 4.29; N, 
10.64%. 

15 

EXAMPLE 18 

2.7-Bis(4'ChioroDhenvIV2.5-dihvdro-fvmethvlpvrazoIof4.3-clnvridin-3-one 
hydrochloride 

20 

a) Ethvl 3-(4-chlorophenvlVl,4-dihvdro-2-methvl-4-oxo-5- 
pvridinecarboxvlate 

A mixture of diethyl aminomethylenemalonate (5.066 g, 27.1 
mrnol), 4-chlorophenylacetone (4.563 g, 27.1 mmol) and phosphorus 

25 pentoxide (6.77 g, 47.7 mmol) in anhydrous THF (40 ml) was stirred at 
room temperature under nitrogen for 7 days. The solution was decanted 
from the paste, and the residue was washed with THF (8 x 50 ml), then 
dichloromethane (24 x 50 ml). The combined washings were evaporated in 
vacuo and the residue was extracted with ethyl acetate (5 x 50 ml). The 

30 combined extracts were washed with saturated aqueous K^COj (75 ml), 
then saturated aqueous NaCl (75 ml), dried (MgSCXi) and evaporated in 
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vacuo. The residue was purified by flash chromatography (alumina, 50% 
CH^Cl'/hexane) to give 2.10 g of a mixture of enamines and 4- 
ch lorophe ny lace tone . 

This was added dropwise over 5 min to Dowtherm® A (22 mb. at 
5 reflux, and the resulting solution was heated at reflux for a further 3 ram. 
After allowing to cool overnight, the resulting precipitate was collected by 
filtration, washed with diethyl ether, and dried at 60°C under vacuum to 
afford 0.988 g (13%) of the title compound; l H NMR (360 MHz. DMSO-d.r) 
6 1.24 (3H, t, c/7.1 Hz), 2.07 (3H, s). 4.18 (2H, q. J7.1 Hz). 7.20 (2H. d, J 
10 8.4 Hz), 7.43 (2H, t, J 8.4 Hz). 8.15 (1H. s). 11.79 (1H. br s): MS (ES~) m/z 
292/294 [MH] + . 

b) Ethvl 4-chloro-3-(4-chlnrophenvl)-2-methvI-n-pvridinecarhoxvlate 

Following a similar procedure to that described in Example 2. Step 
15 a, except using ethyl 3-(4-chlorophenyl)-l,4-dihydro-2-methyl-4-oxo-. r )- 
pyridinecarboxylate instead of ethyl l,4-dihydro-4-oxo-3-propyl-5- 
pyridinccarboxylate, the title compound was prepared in 90% yield as a 
buff solid; m NMR (360 MHz, CDCh) 5 1.41 (3H. t, J 7.1 Hz), 2.35 (3H, s). 
4.43 (2H, q. J 7.1 Hz). 7.13 (2H, d, J 8.4 Hz), 7.47 (2H. d. J 8.3 Hz), 8.86 
20 (1H, s); MS (ES>) m/z 310/312/314 [MH] + . 

c) 2.7-Bis(4-chlorophenvn-2.5-dihvdro-6-methvlnvrazolof4.3-c1pvridin'3- 

one hydrochloride 

Following a similar procedure to that described in Example 4, 

25 except using ethyl 4-chloro-3-(4-chlorophenyl)-2-methyl-5- 
pyridinecarboxylate instead of ethyl 4-chloro-3-propyI-5- 
pyridinecarboxylate. the title compound was prepared in 70% yield as a 
yellow solid: mp 333-337°C (MeOH-HCl-Et 2 0); »H NMR (360 MHz, 
DMSO-dtf) 5 2.26 <3H. s). 7.42 (2H, d, J 8.9 Hz). 7.56 (4H. s), 8.12 (2H. d, J 

30 9.0 Hz), 8.57 (1H, s). 12.55 (1H. br s); MS (ES*) m/z 370/372/374 [MHJ-. 
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Anal, found: C. 57.56; H. 3.89; N\ 10.19. CidHi.iC1-N;iO.0.6HC1.0.44CHjO 
requires: C, 57.43; H. 3.81; N, 10.34%. 

EXAMPLE 19 

5 

2-M-ChloronhenvlV2.5-dihvdro-7-(3-methr)xv'T}henvl)-6-methvl- 
pvrazolof4,3-dT>vridin-3-one hydrochloride 

a) Ethvl 1.4-dihvdro-3-(3-methoxvT)henvi)-2-methvl-4-oxo-5- 

10 pvridinecarboxvlate 

A mixture of diethyl aminomethylenemalonate (5.764 g, 30.8 
mmol). 3-methoxyphenylacetone (5.000 g, 30.5 mmol) and phosphorus 
pentoxide (7.604 g, 53.6 mmol) in anhydrous dichloromethane (45 ml) was 
stirred at room temperature under nitrogen overnight. The solution was 

15 decanted from the solid, and the residue was scraped from the flask and 
washed with dichloromethane (5 x 35 ml). The combined washings were 
evaporated in vacuo, and the residue was taken up in ethyl acetate (100 
ml), washed with saturated aqueous K-COr* (40 ml), then saturated 
aqueous NaCl (40 ml), dried (MgSd) and evaporated in vacuo. The 

20 residue was purified by flash chromatography (alumina, 40% 
CHiCl Vhexane) to give 0.873 g of a mixture of diamines. 

This was added dropwise over 8 min to Dowtherm® A (20 ml), at 
reflux, and the resulting solution was heated at reflux for a further 4 min. 
After allowing to cool, the residue was purified by flash chromatography 

25 (silica gel. 0-2% MeOH/CHaCk) to afford 0.656 g (8%) of the title 

compound: >H NMR (250 MHz, CDCh) S 1.45 (3H. t, J 7.1 Hz), 2.37 (3H. 
s). 3.84 (3H. s). 4.46 (2H. q. J 7.1 Hz), 6.79-6.86 (2H. m). 6.95 (1H. m), 7.39 
(1H, t, J 7.9 Hz). 8.S8 (1H, s); MS (ES + ) m/z 288 [MH]-, 242 [M-OEt]\ 
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h) Ethvl 4-chloro-3-f3-methoxvDhenvIV2- methvI-5-pvridinocnrhnvv1 fl f g 

Following a similar procedure to that described in Example 2, Step 
a, except using ethyl 1.4-dihydro-3-(3-methoxyphcnyI)-2-methyl-4-oxo-5- 
pyridinccarboxylate instead of ethyl 1.4-dihydro-4-oxo.3-propyI-5- 
5 pyridinecarboxylate, the title compound was prepared in 27% yield as an 
almost colourless oil; >H NMR (250 MHz, CDC1.0 5 1.42 (3H, t. J 7.1 Hz). 
2.37 (3H, s), 3.84 (3H, s). 4.43 (2H, q. J 7.1 Hz). 6.71-6.79 (2H. m), 6.98 
<1H. m), 7.41 (1H, t, J 8.0 Hz), 8.85 (1H, s); MS (ES + ) m/z 306/308 [MH] f , 

10 c ) 2-f4-Chloro Dhenvl)-2.5-dihvdrn-7-r3-methox^henvn-fi-mnthv1- 
Dvrazolof4,3-c1nvridin-3-one hvdrochloHHp 

Following a similar procedure to that described in Example 4. 
except using ethyl 4-chIoro-3-(3-methoxyphenyl)-2-methyl-5- 
pyridinecarboxylate instead of ethyl 4-chIoro-3-propyl-5- 

15 pyridinecarboxylate, the title compound was prepared in 47% yield as a 
yellow solid; mp 244-246°C (CHaCk-MeOH-HCl-EtaO-EtOAc); l H NMR 
(360 MHz. DMSO-d*) 5 2.26 (3H, s). 3.80 (3H, s), 7.00 (1H. m). 7.06 (1H, 
m), 7.07 (1H, s) f 7.42 (1H, m), 7.43 (2H. d, J 8.9 Hz). 8.12 (2H. d, J 0.1 Hz). 
8.56 (1H, s), 12.52 (1H. br s); MS (ES + ) m/z 366/368 [MH] + . Anal, found: 

20 C. .60.18: H, 4.01; N. 10.29. C20H1r.ClN3O2-O.9HCl requires: C. 60.26; H. 
4.27; N, 10.54%. 

EXAMPLE 20 

25 2-(4-Chlorophenvl)-2.5-dihvdro-7-(2-methoxvDhenvlV6-methvl- 
nvrazolof4,3-c1pvridin-3>one 

a) Ethvl 1.4-dihvdro-3-f2-methoxvuhenvn-2-methvl-4-oxo-5- 
pvridinecarboxvlate 

30 Following a similar procedure to that described in Example 9. Step 

b. except using 2-methoxyphenyIacetone instead of phenylacctonc. the 
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title compound was prepared in 11% yield as a white solid; 'H NMR (250 
MHz, CDCb) 8 1.44 (3H, t, J 7.1 Hz). 2.37 (3H. s). 3.77 (3H, a). 4.45 (2H, q. 
J 7.1 Hz), 7.02 (1H, d. J 8.2 Hz), 7.07 (1H, td, J 7.3. J'0.8 Hz). 7.14 (1H. 
dd. J 7.5, J'2.0 Hz). 7.41 (1H, m), 8.83 (1H. s). 11.28 (1H, br s): MS (ES-) 
5 m/z 288 [MH]*. 242 [M-OEt]*. 

b) Ethvl 4-chloro-3-f2-mcthoxvT>henvl)-2-mechvl-")-pvTidinecnrboxvlate 

procedure to that described in Example 2. Seep 
a, except using ethyl l,4-dihydro-3-(2-methoxyphenyl)-2-methyl-4-oxo-5- 
10 pyridinecarboxylate instead of ethyl l,4-dihydro-4-oxo-3-propyl-5- 

pyridinecarboxylate. the title compound was prepared in 92% yield as a 
pale brown solid; <H NMR (360 MHz. CDCb) 5 1.42 (3H. t, J 7.1 Hz). 2.34 
(3H, s), 3.75 (3H. s), 4.43 (2H. q. J 7.1 Hz), 7.02 (1H. d, J 8.3 Hz), 7.06-7.10 
(2H, m). 7.44 (1H. m). 8.87 (1H, s); MS (ES + ) m/z 306/308 [MHJ*. 

15 

c) 2-(4-ChloroDhenvlV2.5-dihvdro-7-( , 2-methoxvohcnvlV6-methvl- 
Dvrazolof4.3*c1pvridin-3-one 

A mixture of ethyl 4-chloro-3-(2-methoxyphenyl)-2-methyl 5- 
pyridinecarboxylate (0.101 g, 0.330 mmol) and 4-chlorophenylhydrazine 

20 hydrochloride (71.3 mg, 0.398 mmol) in anhydrous 1-butanol (4 ml) was 
degassed by evaporating the flask under vacuum and refilling with 
nitrogen several times and then stirred at reflux under nitrogen for 3 h. 
After leaving to cool overnight, the solvent was removed in vacuo, and the 
residue was purified by flash chromatography (silica gel 3-5% 

25 MeOH/CH 2 Cl 2 ) to afford 94.7 mg (78%) of the title compound as a yellow 
solid; mp 267-27S°C (CH 2 Cl 2 -EtOAc); »H NMR (360 MHz, DMSO-<fc) 5 2.08 
(3H, s), 3.75 (3H, s). 7.07 (1H, t, J 7.5 Hz), 7.17 (1H, d, J 8.2 Hz). 7.31 (1H. 
dd, J 7.5, J' 1.7 Hz), 7.40 (2H f d, J 9.1 Hz), 7.43 (1H. m), 8.09 (2H, d. J S.9 
Hz), 8.54 (1H; d). 12.42 (1H. br d); MS (ES + ) m/z 366/368 [MH]\ Anal. 

30 found: C. 65.74; H, 4.41; N, 11.31. C20H1r.ClN.1O- requires: C. 65.67; H. 
4.41; N, 11.49%. 
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EXAMPLE 21 

2-(4-ChloroDhenvn-2.5-dihvdro-6-mf > chvl-7-(thio»hen-2-vl)pvra2oIof4.3- 
5 c ]pvridin-3-one hydrochloride 

a) Ethvl 1.4-dihvdro-2-methvl-4-oxo-3-(thioDhen-2*vIV5- 
pvridinecarboxvlate 

Following a similar procedure to that described in Example 19, Step 
10 a, except using 2-thiophenylacetone instead of 3-methoxyphenylacetone, 
the title compound was prepared in 13% yield as a pale brown solid; l H 
NMR (250 MHz, CDCb) 5 1.45 (3H, t fl J 7.1 Hz). 2.4S (3H, s) ( 4.47 (2H, q. J 
7.1 Hz). 7.03 (lH, dd. J 3.5, J' 1.2 Hz), 7.16 (1H. dd. J 5.2, J'3.6 Hz). 7.49 
(lH, dd, J 5.2, J' 1.2 Hz), 8.87 (1H, s), 1 1.56 (1H, br s); MS (ES*) m/z 264 
15 [MH]\ 236. 218 [M-OEt]*. 

b) Ethvl 4-chloro-2-methvl-3-(thiophon-2-vlV5-nvridineca rboxvlate 

Following a similar procedure to that described in Example 2. Step 
a, except using ethyl l f 4-dihydro-2-methyl-4-oxo-3-(thiophen-2-yl)-5- 

20 pyridinecarboxylate instead of ethyl l,4-dihydro-4-oxo-3-propyl-5- 

pyridinecarboxylate, the title compound was prepared in 87% yield as a 
brown oil; l H NMR (250 MHz, CDCb) 5 1.42 (3H, t, J 7.1 Hz). 2.46 (3H, s), 
4.43 (2H, q, J 7.1 Hz), 6.96 (1H, dd. J 3.5, J'1.2 Hz), 7.17 (1H. dd, J 5.1, J' 
3.5 Hz), 7.51 (1H, dd, J 5.1, J' 1.2 Hz). 8.87 <1H. s): MS (ES + ) m/z 282/284 

25 [MH]*. 

c) 2-(4-ChlorophenvI)-2,5-dihvdro-6-mcthvl-7>(thiophen-? -vl)pvmzolor4.3- 

r)i)vridin-3-onp hydrochloride 

Following a similar procedure to that described in Example 4, 
30 except using ethyl 4-chloro-2-mcthyl-3-(thiophen-2-yi)-5- 
pyridinecarboxylate instead of ethyl 4-chloro-3-propyl-5- 
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pyridinecarboxylate. the title compound was prepared in 57% yield as a 
pale brown solid; mp 310° dec (CHaCla-MeOH-HCl-EtaO-EtOAc); l H NMR 
(360 MHz, DMSO-dc) 3 2.49 (3H, s), 7.24 (1H, dd, J 5.2, J'3.8 Hz), 7.47 
(2H, d, J 9.0 Hz), 7.55 ( lH. dd, J 3.8, J' 1.2 Hz), 7.76 ( 1H. dd, J 5.2, J' 1.2 
5 Hz), 8.22 (2H, d, J 9.0 Hz). 8.54 (1H, d). 12.58 (1H, br s); MS (ES-) m/z 
342/344 [MH]". Anal, found: C, 55.83; H. 3.33; N. 11.29. 
C17H12CIN.1O.O.6HCI requires: C, 56.14; H, 3.49; N, 11.55%. 

EXAMPLE 22 

10 

2-(4-Chlorophenvn-2.5-dihvdro-7-(3-iodor>henvn-6-methvlnvrazolof4.3- 
ch>vridin-3-one 

a) Ethvl 1.4-dihvdro-3-(3-iodouhenvlV2-methvI-4-oxo-5- 
15 pvridinecarboxvlate 

Following a similar procedure to that described in Example 19, Step 

a, except using 3-iodophenylacetone (prepared from 3- 

iodophenylacetonitrile as described in J. Med. Chem. 1970, 13, 1040-1042) 

instead of 3-methoxyphenylacecone. the title compound was prepared in 
20 29% yield as a pale brown solid; *H NMR (250 MHz, CDC1 3 ) 5 1.45 (3H, t, 

J 7.1 Hz), 2.36 (3H, s). 4.47 (2H, q, J 7.1 Hz). 7.18-7.27 (2H, m), 7.64 (1H. 

t, J 1.4 Hz), 7.75 (1H, dt, J 6.7, J' 1.7 Hz), 8.88 (1H, s), 11.38 (1H, br s); 

MS (ES*) m/z 3S4 [MH]*, 338 [M-OEt]\ 

25 b) Ethvl 4'Chloro-3-(3-iudophenvl)-2'methvl-5-nvridinecarboxvlate 

Following a similar procedure to that described in Example 2, Step 
a, except using ethyl 1.4-dihydro-3-(3-iodophenyI)-2-methyl-4-oxo-5- 
pyridinecarboxylate instead of ethyl 1.4-dihydro-4-oxo-3-propyl-5- 
pyridinecarboxylate, the title compound was prepared in 68% yield as an 

30 almost colourless oil; »H NMR (250 MHz, CDCLt) 5 1.42 (3H, t, J 7.1 Hz). 
2.36 (3H, s), 4.43 (2H. q. J 7.1 Hz), 7.17 (lH. dt. J 7.7, J'1.5 Hz), 7.24 (1H. 
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t, J 7.6 Hz), 7.57 (1H. t, J 1.4 Hz), 7.79 (1H. dt. J 7.6, J' 1.5 Hz), 8.87 (1H. 
s); MS fES") m/z 402/404 [MH]~. 

c) 2-(4-Chloroohenvl>-2.5-dihvdro-7-(3-iodonhenvl)-6-methvlnvraznlnf4 3- 
5 clnvridin-3-one 

Following a similar procedure to that described in Example 4, 
except, using ethyl 4-chloro-3-(3-iodophenyl)-2-methyl-5- 
pyridinecarboxylate instead of ethyl 4-chloro-3-propyl-5- 
pyridinecarboxylate, the title compound was prepared, after further 

10 purification by flash chromatography (3-5% MeOH/CHaCfc), in 59% yield 
as a yellow-brown solid; mi) 306-312°C (CHsCla-MeOH-EtOAc): l H NTV1R 
(360 MHz, DMSO-cfc) 5 2.24 (3H, s), 7.32 f 1H. t. J 7.8 Hz), 7.43 (2H. d, J 
9.1 Hz), 7.53 (1H, d t J 7.6 Hz), 7.80 (1H, d. ,7 8.0 Hz), 7.87 (1H. t, J 1.5 
Hz). 8.11 (2H, d. J 9.1 Hz), 8.57 (1H, d). 12.50 (1H, br d); MS (ES*) m/z 

15 462/464 [MH]*; Anal, found: C, 46.51: H, 3.04; N, 8.11. 

CrjHi3ClIN;j0.1.8H-jO requires: C, 46.19: H. 3.39; N, 8.50%. 

EXAMPLE 23 

20 2-(4-ChloroohGnvlV2.5-dihvdro-6-methvI-7.r3-(ovridin-3-vl)nhenvn- 
pvrazolo[4.3-dDvridin-3-one 

A mixture of 2-(4-chIorophenyI)-2.5-dihydro-7-(3-iodophenyl)-6- 
methylpyrazolo[4,3-c]pyridin-3-one (0.1009 g, 0.217 mmcl), 3- 
pyridineboronic acid (37.8 mg, 0.306 mmolj, sodium carbonate (64.5 mg, 

25 0.609 mmol), and tetrakis(triphenylphosphine)palladium(0) (20.6 mg. 

0.0178 mmol) in ethylene glycol dimethyl ether (2.7 ml) and water (1 ml) 
was degassed by evaporating the flask under vacuum and refilling with 
nitrogen several times. The mixture was then stirred at 100°C for 15 h 
under nitrogen. The solvent was removed in vacuo and the residue was 

30 purified by flash chromatography (silica gel, 3-5% MeOH/CHsCh) to afford 
60.7 mg (68%) of the title compound as a yellow solid; mp 312-318°C 
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(CH 2 Cl 2 -MeOH-EtOAc): 'H NMR (360 MHz, DMSO-c/,;) 5 2.31 (3H, s). 7.42 
(2H, d, -7 9.1 Hz), 7.51 flH. dd), 7.59 (1H, dt, J 7.7. J' 1.3 Hz), 7.65 (1H, t. 
J 7.7 Hz), 7.80 QH, d, J 7.8 Hz). 7.86 (1H, t, J 1.5 Hz), 8.13 (3H. m), 8.59 
<2H, m), 8.96 (1H, s). 12.51 (1H. br d, J 6.0 Hz); MS (ES*) m/z 413/415 
5 [MH] + . Anal, found: C, 68.81: H, 3.99; N, 13.18. C21H17CIN4O.O.3H2O 
requires: C. 68.92: H. 4.24; N, 13.39%. 

EXAMPLE 24 

10 2-(4"ChloroDhenvl)-2.5-dihvdro-6-methvl-7-f3-(thionhen-2-vl)nhenvl1- 
pvrazolof4.3-dnvridin-3'One 

Following a similar procedure to that described in Example 23, 
except using 2-thiopheneboronic acid instead of 3-pyridineboronic acid, the 
title compound was prepared in 78% yield as an orange solid; mp 266- 

15 272°C (CH-Ck-MeOH-EtOAc); l H NMR (360 MHz, DMSO-cto 5 2.29 (3H. 
s) f 7.16 (1H. dd, J 4.9, J'3.6 Hz), 7.40-7.45 (3H, m). 7.53-7.58 (3H, m). 7.72 
(1H. dt, J 7.9, J' 1.3 Hz), 7.81 (1H, t, J 1.6 Hz), 8.13 (2H. d. J 9.0 Hz). 8.59 
(1H, s), 12.49 <1H, s); MS (ES + ) m/z 418/420 [MH]\ Anal, found: C. 65.58; 
H, 3.53; N, 9.64. C23Hi (i ClN3OS.0.1H 2 O requires: C, 65.81; H. 3.89; N, 

20 10.01%. 

EXAMPLE 25 

2-(4-ChloroDhenvlV2,5-dihvdro-6-methvl-7-r3-(3-methvl-I.2.4-oxadiazol-5- 
25 vDphenvripvTazolof4.3-dpvridin-3-one 

a) 3-f2^4-ChIorophenvIV3.5-dihvdro-6-methvl-3-oxo-2//-ovrazolof4.3- 

clT)vridin-7-vl1benzoic acid hutvl ester 

Into a mixture of 2-(4-chlorophenyl)-2.5-dihydro-7-(3-iodophenylV6- 

30 methylpyrazolo[4,3-c]pyridin-3-one (0.50 g, 1.08 mmol), dichlorobis- 
(triphenylphosphine)palladium(II) (22.8 mg, 0.0325 mmol). and 
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tributylamine (0.284 ml. 1-19 mmol) in anhydrous 1-butanol (15 ml) was 
bubbled carbon monoxide gas for 15 min. The mixture was then stirred at 
100°C for 17 h under a balloon of carbon monoxide. The solvent was 
removed in vacuo and the residue was purified by flash chromatography 
5 (silica gel, 3-5% MeOH/CH 2 Ci2) to give 0.4523 g (96%) of the title 

compound as a yellow solid; mp 185-190°C (CHaCl-MeOH-EtOAc); <H 
NMR (360 MHz, DMSO-d*) 5 0.91 (3H, t. J 7.4 Hz), 1.42 (2H, sextet, J 7.5 
Hz), 1.70 (2H, quintet, J 6.9 Hz), 2.25 (3H, s). 4.30 (2H, t, J 6.5 Hz) r 7.41 
(2H, d, J 9.0 Hz), 7.67 (1H, t, J 7.6 Hz), 7.79 (1H. br d. J 7.7 Hz), 8.02 (1H. 
10 br d, J 7.7 Hz). 8.11 (3H, m), 8.60 (1H. s). 12.51 (1H. br s); MS (ES*) m/z 
436/438 [MH]\ Anal, found: C, 63.58; H. 4.99: N, 9.31. 
C24H2-C1N:iO:i.0.9H-O requires: C, 63.76: H. 5.31: N, 9.29%. 

b) 2-(4-Chlorouhenvl)-2.5-dihvdro-6-methvI'7-f3-( f 3-methvM.2.4-oxadiazol' 

15 5-vnnhenvl]nvrazolof4.3-dnvridin-3-one 

To a mixture of acetamide oxime (57.8 mg, 0.780 mmol) in 
anhydrous DMF (10 ml) under nitrogen was added sodium hydride (60% 
dispersion in oil. 27.5 mg, 0.688 mmol) and the mixture was stirred at 
room temperature for 30 min. A solution of 3-[2-(4-chlorophenyl)-3.5- 

20 dihydro-6-methyl-3-oxo-2H-pyrazolo[4.3-c]pyridin-7.yl]benzoic acid butyl 
ester (100 mg, 0.229 mmol) in anhydrous DMF (5 ml) was then added 
dropwise and the mixture was stirred at 80°C for 2.5 h under nitrogen. 
The solvent was removed in vacuo and the residue was purified by flash 
chromatography (silica gel, 3-5% MeOH/CH-jCb) to yield 74.6 mg (7S%) of 

25 the title compound as an orange solid; mp 318-320°C (CH'Cb-MeOH- 
EtOAc); >H NMR (360 MHz, DMSO-ck) 5 2.25 (3H. s). 2.43 (3H, s), 7.41 
(2H, d, J 9-1 Hz), 7.76 (lH f t, J7.6 Hz). 7.85 (1H. dc, J 7.8, «7'1.5 Hz). 
8.10-8.15 (3H, m). 8.22 (1H, t. J 1.5 Hz), 8.61 (1H, s). 12.54 (1H, br s): MS 
(ES + ) m/z 418/420 (MH] + . Anal, found: C. 58.82; H, 4.05; N, 15.20. 

30 C22H1GCIN5O2.I.8H2O requires: C, 58.68; H. 4.39; N. 15.55%. 
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EXAMPLE 26 



2-f4-ChIoroT3henvI)-2.5-dihvdro-6-methvI-7-f3-(nvrroIidin-l- 
vlcarbQnvl)DhenvllDvrazolof4.3-dnvridin-3-one 

5 

a) 3-f2-( f 4-ChIoroDhenvl)-3.5-dihvdro-6-methvl-3-oxo-2//-Dvrazolof4.3- 
dnvridin-7-vflbenzoic acid 

A mixture of 3-[2-(4-chlorophenyl)-3,5-dihydro-6-methyl-3-oxo-2//- 
pyrazolo[4,3-c]pyridin-7-yl]benzoic acid butyl ester (from Example 25, Step 

10 a) (0.350 g, 0.803 mmol) in 1M aqueous NaOH (3.9 ml) was stirred at 

room temperature overnight. The mixture was then filtered from a little 
dark orange solid, which was washed with water, and the combined 
filtrates were neutralised to pH 5 by the addition of 5M aqueous HC1. The 
resulting yellow solid was collected by filtration, washed with water, then 

15 hexane, and dried at 70°C under vacuum to afford 0.223 g (73%) of the 
title compound; *H NMR (250 MHz, DMSO-ck) 5 2.25 (3H, s), 7.43 (2H. d, 
J 9.0 Hz), 7.65 (1H, t. J 7.7 Hz). 7.77 (1H, dt, J 7.8, J'1.5 Hz), 8.01 (1H. 
dt t -7 7.7, J' 1.4 Hz), 8.07 (1H, t. J 1.4 Hz). 8.12 (2H. d, J 9.0 Hz), 8.60 (1H. 
d). 12.57 (1H. d, J 6.3 Hz). 13.09 (1H. br s); MS (ES*) m/z 380/382 [MH]*. 

20 

b) 2-f4-ChloroDhenvD-2.5-dihvdro-6-methvI-7>f3-(nvrroIidin-l- 
vlcarbonvl > )phenvnpvrazoIof4.3-clT)vridin-3-one 

To a solution of 3-[2-(4-chlorophenyl)-3,5-dihydro-6-methyl-3-oxo- 
2#-pyrazolo[4,3-c]pyridin-7-yl]benzoic acid (65 mg, 0.171 mmol) in 

25 anhydrous A r ,A"-dimethylacetamide (2 ml) was added pyrrolidine (15.7 ml. 
0.188 mmol), bis(2-oxo-3-oxazolidinyI)phosphinic chloride (48.0 mg. 0.188 
mmol). then, dropwise, anhydrous triethylamine (52.5 ml. 0.376 mmol). 
The mixture was stirred under nitrogen at room temperature for 18 h. 
The solvent was removed in vacuo and the residue was purified by flash 

30 chromatography (silica gel, 3-5% McOH/CHsCk) to give 63.2 mg (85%) of 
the title compound as a yellow solid: mp 253-255°C; ! H NMR (360 MHz. 
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DMSO-cte) 5 1.85 <4H, m). 2.29 (3H, s), 3.49 (4H, br q, J 6.9 Hz), 7.41 (2H, 
d, J 9.0 Hz). 7.55-7.59 f3H, m), 7.66 (1H, s), 8.12 (2H, d, J 9.0 Hz), 8.58 
(1H. s), 12.49 (1H. br s); MS (ES*) m/z 433/435 [MH]*. Anal, found: C, 
63.85; H, 4.96; N, 12.33. C2.1H21CIN4O2.H2O requires: C, 63.93; H, 5.14; N. 
5 12.42%. 

EXAMPLE 27 

2-M-ChlorophenvI)-2.5-dihvdro-6-methvI-7-f3-(4-methvlpiperazin-l- 

10 yIcarbonvnnhenvnnvrazo1of4.3-c1nvridin-3-one 

Following a similar procedure to that described in Example 26, 
except using 1-methylpiperazine instead of pyrrolidine, the title compound 
was prepared in 98% yield as a yellow solid; mp 318-322°C; 'H NMR (360 
MHz, DMSO-de) 6 2.30 (3H, s), 2.37 (3H, br s), 2.64 (4H, br m), 3.61 (4H. 

15 br m), 7.43 (2H, d, J 8.9 Hz), 7.47 (1H, m), 7.55 (1H. s), 7.5S-7.63 (2H, m), 
8.11 (2H. d, J 9.0 Hz), 8.54 (1H, s), 12.74 (1H, br s); MS (ES~) m/z 462/464 
[MH]*. 

EXAMPLE 28 

20 

2- ( , 4-ChlorophenvlV2.5-dihvdro-6-methvl-7-r3-(imidaznl-l-vl')Dhenvll- 
Dvrazolof4,3-(r]pvridin-3-one 

A mixture of 2-(4-chlorophenyl)-2,5-dihydro-7-(3-iodophenyl)-6- 
methylpyrazolo[4,3-c]pyridin-3-one (0.100 g, 0.217 mmol), imidazole (33.9 
25 mg. 0.498 mmol), potassium carbonate (29.9 mg. 0.216 mmol). and copper 
bronze (1 mg) in l-methyl-2-pyrrolidinone (0.6 ml) was heated at 140°C 
under nitrogen for 90 h. Purification by flash chromatography (silica gel. 

3- 10% MeOH/CHaCl-J gave 30.3 mg (35%) of the title compound. This was 
recrystallised from CH 2 Cl s -MeOH-EtOAc; 'H NMR (400 MHz. DMSO-dc) 5 

30 2.29 (3H, s), 7.16 (1H, br s), 7.42 (2H, d), 7.50 (1H, d. J 7.6 Hz), 7.65 (1H. t. 
J 7.8 Hz). 7.73 (1H. d, J 8.1 Hz), 7.80 (1H. s). 7.85 (1H. br s). 8.11 (2H. d). 



i 
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8.36 (1H. br s), 8.G1 (1H, s), 12.53 (1H. br d, J 5.6 Hz); MS (ES*) m/z 
402/404 [MH]\ 



EXAMPLE 29 

2-f4-Chloroohenvn-2.5-dihvdra-6-methvI-7-f4-ruvridin-3-vl)uhenvH- 
pvrazolof4.3-clpvridin-3-onc 



a) Ethvl 3-(4'hromQDhenvl)'l,4-dihvdro-2-methvl-4-oxo-5- 

10 pvridinecnrboxvlate 

Following a similar procedure to that described in Example 19, Step 
a, except using 4-bromophenylacetonc instead of 3-methoxyphcnylacctone, 
the title compound was prepared, by collection of the precipitated solid 
after leaving the reaction mixture to cool overnight, followed by washing 

15 with diethyl ether and drying at 60°G under vacuum, in 26% yield as a 
whitish solid; »H NMR (250 MHz, DMSO-ck) 5 1.24 (3H, t, J 6.9 Hz), 2.07 
(3H, s), 4.17 (2H, q, J 7.1 Hz), 7.14 (2H. d, J 8.1 Hz), 7.57 (2H, t, J 8.1 Hz), 
8.16 (1H, s). 11.86 (1H. br s); MS (ES*) m/z 336/338 [MH] + . 



20 b) Ethvl 3-(4-bromophenvl)-4-chIoro-2"methvl-5-nvridinecarboxvlate 

Following a similar procedure to that described in Example 2, Step 
a, except using ethyl 3-(4-bromophenyl)-l,4-dihydro-2-methyl-4-oxo-5- 
pyridinecarboxylate instead of ethyl 1.4-dihydro-4-oxo-3-propyl-5- 
pyridinecarboxylate, the title compound was prepared in 88% yield as an 

25 orange oil: ! H NMR (360 MHz, CDCLi) 5 1.41 (3H, t, J 7.1 Hz). 2.35 (3H. s). 
4.43 (2H, q, J 7.1 Hz). 7.07 (2H, d, J 8.4 Hz), 7.63 (2H. d, J 8.3 Hz). 8.86 
(1H, s); MS (ES*) m/z 354/356/358 [MH]\ 
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c) 7-f4-Bromonhonvl)-2-f4-chlorophenvn-2.5-dihvdro-G-methvl- 
pvrazoIof4.3-c]pvridin-3-one hydrochloride 

Following a similar procedure to that described in Example 4, 
except using ethyl 3-(4-bromophenyI)-4-chloro-2-methyl-5- 
5 pyridinecarboxylate instead of ethyl 4-chloro-3-propyl-5- 

pyridinecarboxylatc, the title compound was prepared in 68% yield as a 
yellow solid; mp 328-335°C (MeOH-HCl-Et 2 0); 'H NTV1R (3G0 MHz, 
DMSO-d*) 5 2.25 (3H. s), 7.42 (2H, d, J 8.8 Hz), 7.49 (2H, d, J 8.4 Hz), 7.70 
(2H, d, J 8.4 Hz), 8.12 (2H. d, -7 8.8 Hz). 8.57 (1H, s). 12.5G (1H, br s): MS 
10 (ES + ) m/z 414/416/418 [MH]*. Anal, found: C. 51.84; H, 2.98; N, 9.26. 

CmHi.iBrClN3O.0.7HC1.0.2lCH;iOH requires: C. 51.62; H. 3.28; N, 9.40%. 

d) 2-('4-ChloroDhenvl)-2.5'(lihvdro-6-methvl'7-f4'fnvridin-3-vl)DhenvIV 
pvrazoIof4.3-clr>vridin-3-one 

15 Following a similar procedure to that described in Example 23. 

except using 7-(4-bromophenyl)-2-(4-chlorophenyl)-2,5-dihydro-6-methyl- 
pyrazolo[4,3-c]pyridin-3-one instead of 2-(4-chlorophenyl)-2,5-dihydro-7-(3- 
iodophenyl)-6-methyIpyrazolo[4,3-c]pyridin-3-one, the title compound was 
prepared in 75% yield as a yellow solid; mp 308-309°C (CHaCh-MeOH- 

20 EtOAc); l H NMR (400 MHz, DMSO-cfc) 8 2.31 <3H, s), 7.42 (2H, d. J 9.0 
Hz), 7.53 (1H. dd, J 7.9, J'4.8 Hz), 7.67 (2H, d, J 8.2 Hz), 7.88 (2H, d. J 
8.2 Hz), 8.14 (2H, d, J9.0 Hz). 8.19 (1H, d, J7.8 Hz), 8.59 (1H, s), 8.61 
(1H. d, J 4.8 Hz), 9.00 (1H, d. J 1.5 Hz), 12.51 (1H, br d. J 6.6 Hz); M5 
(ES + ) m/z 413/415 [MH]r 



25 



EXAMPLE 30 



2-(4-ChloroohenvlV2.5-dihvdro-6-methvl-7-f4-(m orDholin-4-vnphenvll 

pvrazolof4.3-c1pyridin-3-one 
30 A mixture of 7-(4-bromophenyl)-2-(4-chlorophenyl)-2,5-dihydro-6- 

methylpyrazoIo[4.3-c]pyridin-3-one (69.1 mg. 0.167 mmol), morpholine 
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(34.9 ml, 0.400 mmol) and sodium Jerf-hutoxicie (6L1 mg, 0.G36 mmol) in 
anhydrous DMF (3 ml) was degassed by evaporating the flask under 
vacuum and refilling with nitrogen several times. Solid (S)-(-)-2.2'- 
bis(diphenylphosphino)-l,l'-binaphthyl ((SKBINAP] (10.5 mg, 0.0169 
5 mmol) and tris(dibenzylideneacetone)dipalladium(0) (7.6 mg, 0.0083 

mmol) were added and the mixture was stirred at 80°C under nitrogen for 
47 h, adding more (S)-BINAP (10.7 mg, 0.172 mmol) and 
tris(dibenzvlideneacetone)dipalladzum(0) (7.9 mg r 0.0086 mmol) after 23 
h. The solvent was removed in vacuo and the residue was purified by 

10 flash chromatography (silica gel 3-5% McOH/CH^Cb) and preparative 
HPLC (YMCSIL D column, 7% MeOH/l-chlorobutane) to give 17.9 mg 
(26%) of the title compound; mp 306-315°C (CHsCb-MeOH-EtOAc): »H 
NMR (360 MHz, DMSO-A?) 5 2.27 <3H. s). 3.20 (4H. m). 3.77 (4H, m), 7.05 
(2H, d. J 8.8 Hz), 7.40 (2H, d), 7.42 (2H. d. J S.9 Hz). 8. 15 (2H, d, J 9.0 

15 Hz). 8.51 (1R s), 12.35 (1H, br s); MS (ES fc ) mtz 421/423 (MH] + . Anal, 
found: C, 65.57; H. 4.84; N, 13.22. C2.1H-1ClN.1O2 requires: C, 65.63: H. 
5.03; N, 13.31%. 

EXAMPLE 31 

20 

2-(4-ChloronhenvlV2.5'dihvdro-6-methvl-7-f3'nitroDhenvIlDvrazolof4.3- 
c]pvridin-3-one 

a) Ethvl l,4-dihvdro-2-methvl-3-(3-nitronhenvl)-4-oxo-5- 
25 pyridinecarhoxvlate 

Following a similar procedure to that described in Example 19, Step 

a, except using 3-nitrophenylacetone (Shtacher. G.; Dayagi, S. J- Med. 

Chem. 1972, 15, 1174) instead of 3-methoxyphcnylacetone, the title 

compound was prepared, by collection of the precipitated solid after 
30 leaving the reaction mixture to cool overnight, followed by washing with 

diethyl ether and drying at 60°C under vacuum, in 37% yield as a whitish 
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solid; l H NMR<250 MHz. CDCLs) 5 1.46 (3H, t, J 7.1 Hz), 2.38 (3H, s). 4.48 
(2H. q. J 7.1 Hz), 7.59-7.70 (2H. xn). 8.10 (1H, d, J 1.6 Hz), 8.28 (1H. dt. -/ 
7.4, J'2.0 Hz), 8.93 (lH, s). 1 1.47 (lH, br s); MS (ES*) m/z 303 [MHJ-. 

5 b) Ethvl 4-chloro-2-methvl-3-(3-nicronhenvlV5-Dvridinecarhoxvlate 

Following a similar procedure to that described in Example 2, Seep 
a, except using ethyl l,4-dihydro-2-methyl-3-(3-nitrophenyl)-4-oxo-5- 
pyridinecarboxylate instead of ethyl l,4-dihydro-4-oxo-3-propyl-5- 
pyridinecarboxylate, the title compound was prepared in 79% yield as a 
10 brown oil; ! H NMR (250 MHz. DMSO-cfc) 5 1.34 (3H. t, J 7.1 Hz), 2.29 (3H, 
s), 4.38 (2H f q, J 7.1 Hz), 7.84-7.89 (2H, m), 8.27 (1H, m). 8.35 (1H. m). 
8.87 (lH, s); MS (ES0 m/z 321/323 [MH]\ 

c ) 2-(4-ChIorophenvn-2.5-dihvdro-6-methvl-7-(3-nitroDhenvI')pvrazoIof4.3- 

15 ejnvridin-3-one hydro chloride 

Following a similar procedure to that described in Example 4, 
except using ethyl 4-chloro-2-methyl-3-(3-nitrophenyl)-5- 
pyridinecarboxylate instead of ethyl 4-chloro-3-propyl-5- 
pyridinccarboxylate, the title compound, after trituration in boiling 

20 ethanol, was prepared in 40% yield as a yellow solid; mp 346-348°C; *H 
NMR (360 MHz, DMSO-d*) 5 2.28 (3H, s), 7.42 (2H, d, J 8.9 Hz), 7.81 (lH, 
t, J 8.1 Hz), 8.01 (1H, dt, J 7.6. J' 1.0 Hz), 8.12 (2H, d. J 9.0 Hz), 8.30 (1H, 
dt). 8.40 (1H, t, J 1.9 Hz), 8.62 (1H, d), 12.56 (lH, br d, J 5.6 Hz). Anal, 
found: C. 57.12; H. 3.78; N. 13.82. Ci a HuClN.iO:i.0.5HCl requires: C. 

25 57.19; H. 3.41; N, 14.04%. 
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EXAMPLE 32 

7^3-AminoDhenvI)-2-f4-ch]oroDhenvn-2.5-dihvciro-6-mothvlnvrnznlof4 3- 
c]uvridin-3-one 

5 To a stirred preformed mixture of copper(II) acetylacetonate (0.577 

g, 2.20 mmol) and sodium borohydride (2.00 g. 52.9 mmol) in ethanol (550 
ml) was added 2-(4-chIorophenyI)-2 1 5-dihydro-6-methyl-7-(3-nitrophenyi)- 
pyra2olof4,3-c]pyridin-3-one (4.60 g, 11.0 mmol) and the solution was 
heated at 60°C for 20 min, then stirred at room temperature for 1.5 h. 

10 The solvent was removed in vacuo and the residue was purified by flash 
chromatography (silica gel, 5-20% MeOH/CH-Cb) to afford 3.61 g (94%) of 
the title compound as a yellow solid; mp 338-342°C (CH^CU-MeOH- 
EtOAc); *H NMR (360 MHz, DMSO-cfc) 5 2.23 (3H. s), 5.14 (2H f br s), 6.5G 
(1H, d, J 7.5 Hz). 6.61 (1H, d, J 8.0 Hz), 6.67 (1H, s). 7.12 (1H. t, J 7.8 Hz). 

15 7.42 (2H, d, J 9.0 Hz), 8. 14 (2H, d, J 9.0 Hz). 8.52 (1H, s), 12.38 (1H, br s): 
MS (ES + ) m/z 351/353 [MH] + . Anal, found: C, 63.18; H, 4.19; N, 15.20. 
C19H15CIN.1O.O.6H2O requires: C, 63.11; H, 4.52: N. 15.49%. 

EXAMPLE 33 

20 

2-(4-ChloroDhenvI)-2.5-dihvdro-6-methvl-7-f3-(3- 
pvridvlmethvlamino)phenvl1pvrazolof4.3-dpvridin-3-one 

To a stirred mixture of 7-(3-aminophenyI)-2-(4-chlorophenyl)-2.5- 
dihydro-6-methylpyrazolo[4.3-c]pyridin-3-one (0.100 g, 0.285 mmol), 

25 3-pyridinecarboxaldehyde (32.3 ml, 0.342 mmol). and acetic acid (65.5 ml. 
1.14 mmol) in anhydrous methanol (4 ml) under nitrogen was added 
sodium cyanoborohydride (21.5 mg, 0.342 mmol) and the mixture was 
stirred for 3 h. The mixture was quenched with saturated aqueous IvjCO:: 
(0.5 ml) and the solvent was removed in vacuo. The residue was purified 

30 by flash chromatography (silica gel, 5-10% MeOH/CH-'Cb) to give 0.1162 g 
(93%) of the title compound as a yellow solid; mp 2S4-2S7°C (CHjCl- 
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MeOH-EtOAc): 'H NMR (3G0 MHz. DMSO-ds) 5 2.13 (3H, s). 4.34 (2H. d. J 
6.1 Hz). 6.39 (1H. t, J 6.1 Hz). G.G4-6.G8 (3H. m). 7.17 (1H. t, ,7 7.7 Hz). 
7.35 (1H. dd, J 7.9. J' 4.9 Hz), 7.42 (2H. d. J 9.0 Hz). 7.77 (1H. dt). 8.11 
(2H. d. J 9.0 Hz), 8.44 (1H. m). 8.51 (1H, s). 8.G1 (1H, s), 12.34 (1H. br s); 
5 MS (ES-) m/z 442/444 fMH]*, 221/222 [fiVI+2H)/2] + . Anal, found: C. G7.08; 
H, 4.50: N, 15.54. C 2 5H 20 ClNr,O.0.3H;O requires: C, 67.13: H. 4.64; N. 
15.66%. 



EXAMPLE 34 



10 



2.( , 4-ChIorophenvI)-2.5-dihvdro-6-mnthvl-7-f3-(dimethvlamino)T)henvl1- 
pvrnzolol4,3-r|pvridin-3-one 

To a stirred mixture of 7-(3-aminophenyl)-2-(4-chlorophenyl)-2.5- 
dihydro-6-methylpyrazolo[4,3-c]pyridin-3-one (0.100 g, 0.285 mmol), 

15 formaldehyde (51.4 ml, 0.686 mmol), and acetic acid (65.5 ml, 1.14 mmol) 
in anhydrous methanol (4 ml) under nitrogen was added sodium 
cyanoborohydride (42.9 mg, 0.684 mmol) and the mixture was stirred for 7 
h. More formaldehyde (50 ml, 0.6G7 mmol), sodium cyanoborohydride (40 
mg. 0.637 mmol), acetic acid (65 ml. 1.14 mmol) and some 

20 dichloromethane was added and the mixture was heated to 50°C for lh. 
The mixture was quenched with saturated aqueous K2CO3 (0.5 ml) and 
the solvent was removed in vacuo. The residue was purified by flash 
chromatography (silica gel, 3-5% MeOH/CH 2 Cl 2 ) to give 0.0905 g (84%) of 
the title compound as a yellow solid; mp 268-272°C (CHjCl-j-MeOH- 

25 EtOAc); 'H NMR (360 MHz, DMSO-cfe) 5 2.26 (3H, s), 2.93 (6H. s). 6.73- 
G.78 (2H. m). 6.84 (1H. m). 7.29 (1H, t, J 7.8 Hz). 7.42 (2H. d. J 9.0 Hz), 
8.14 (2H. d, J 9.0 Hz). 8.54 (1H, a). 12.40 (1H, br s); MS (ES*) m/z 379/381 
[MH1*. 190/191 [(M+2H)/2]\ Anal, found: C. 65.91; H. 4.93: N. 14.70. 
C 2 iHi.)ClN^O.0.2HiO requires: C, 65.95; H. 5.11; N, 14.65%. 

30 
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EXAMPLE 35 

A r M r 342-^4-ChloroDhenvI)'3.5-dihvdro-G-methvl-3-oxo-2//-Dvra7olnf4 i ^. 
dnvridin-7-vM1ohenvl!methanesulnhonamide 

5 To a stirred solution of 7-(3-aminophenyl)-2-(4-chlorophenyl)-2.5- 

dihydro-6-methyIpyrazolo[4.3-c]pyridin-3-one (0.100 g, 0.285 mmol) in 
anhydrous ethylene glycol, dimethyl ether (5 ml) was added portionwise, 
over a few hours, pyridine (0.228 ml, 2.82 mmol) and methanesulphonyl 
chloride (0.174 ml, 2.25 mmol), and the mixture was heated at 50°C for 1. 

10 h. The solvent was removed in vacuo and the residue was purified by 

flash chromatography (silica gel, 5-10% McOH/CH-iCh) to leave 0.1119 g 
(92%) of the title compound as a yellow solid; mp 332-341°C (CH2CI- 
MeOH-EtOAc); *H NMR (360 MHz. DMSO-cfc) 5 2.28 (3H, s), 3.06 (3H, s), 
7.24 (2H, dd. J 7.9, 1.8 Hz), 7.40 (1H, m), 7.43 (2H, d, J 9.0 Hz), 7.46 

15 (1H, t, J8.0 Hz), 8.13 (2H, d, J 9.0 Hz), 8.56 (1H, s); MS (ES + ) m/z 
429/431 [MH]~. Anal, found: C, 55.89; H. 4.06; N, 12.60. 
CotHitCINjOiS.O^H-jO requires: C. 55.54; H, 4.06; N, 12.95%. 

EXAMPLE 36 

20 

2-(4-ChloroohenvlV2.5-dihvdro-6-methvl-7-r3-(4f/-1.2.4-triazoI-4- 

vDDhenvl1pvrazolof4.3-c1pvridin-3-one 

A mixture of 7-(3-aminophenyl)-2-(4-chlorophenyl)-2,5-dihydro-6- 

methylpyrazolo[4.3-c]pyridin-3-one (0.100 g, 0.285 mmol), N,N- 
25 dimethylformamide azine (Bartlett, R. K.; Humphrey, I. R. J. Chern. Soc. 

C 1967, 1664) (41.3 mg, 0.290 mmol), and p-toluenesulfonic acid (10 mg. 

0.053 mmol) in toluene (4 ml) was heated at reflux under nitrogen for 7 

days, adding more p-toluenesulfonic acid (10 mg, 0.053 mmol) and some 

DMSO after 1 day. The solvents were removed in vacuo and the residue 
30 was purified by flash chromatography (silica gel, 5-15% MeOH/CHaCk). 

then trituration in hot MeOH-CHaCb. to leave 0.0436 g (38%) of the title 
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compound as a yellow solid; rap >350°C; >H NMR (360 MHz, DMSO-cfc) S 
2.29 (3H. s). 7.41 (2H. d, J 9.1 Hz), 7.59 (1H. d, J 7.7 Hz), 7.70 (lH t t, J 7.7 
Hz). 7.79 (1H. del), 7.S7 (lH t fine t). 8. 1 1 (2H. d. J 8.9 Hz), 8.62 UH, s>. 
9.18 (2H. s). 12.52 (1H, br s): MS (ES*) m/z 403/405 [MH]*- Anal, found: 
5 C, 61.14; H. 3.79; N, 20.29. C 2 iHi*ClN>X).0.5H2O requires: C, 61.24; R 
3.92; N. 20.41%. 

EXAMPLE 37 

10 Ar-r342-U-Chlorophfinvl)-3.5*dihvdro-6-methvl-3-oxo-2fl'-Dvra7.olof4,3- 
r ]pvridin-7-vl1nhenvl}-A r -(othvr)urea 

To a stirred solution of 7-(3-aminophenyl)-2-(4-chlorophenyl)-2,5- 
dihydro-6-mcthylpyrazolo[4.3-c]pyridin-3-one (0.0902 g, 0.257 mmol) in 
anhydrous THF (5 ml), under nitrogen, was added dropwise ethyl 

15 isocyanate (22.2 ml, 0.283 mmol) and the solution was stirred at 60°C for 
3 days, adding more ethyl isocyanate (22.2 ml, 0.283 mmol) after 1 and 2 
days. The mixture was filtered, and the collected solid was washed with 
ethyl acetate and dried at 60°C under vacuum to leave 88.7 nig (82%) of 
the title compound as a yellow solid; mp 299-305°C (ClfcCk-MeOH- 

20 EtOAc): 'H NMR (360 MHz. DMSO-eM 5 1.05 (3H, t, J 7.2 Hz), 2.24 (3H. 
s), 3.10 (2H, quintet, J 7.1 Hz), 6.10 (1H. t. J 5.6 Hz), 6.99 (1H, d, J 7.6 
Hz). 7.33 (1H. t. J 7.7 Hz), 7.42 (2H, d. J 9.1 Hz), 7.45 (1H, m). 7.51 (1H, 
fine t), S.13 (2H, d, J 8.9 Hz). 8.51 (1H. s). 8.54 (1H. s). 12.40 (1H, br s): 
MS (ES-) m/z 422/424 [MH]"\ Anal, found: C. 61.67; H, 4.55; N, 16.33. 

25 C22Ha>ClN 5 Oa.0.3H2O requires: C. 61.84: H. 4.86; N. 16.39%. 
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EXAMPLE 38 

2-r4-ChloroDhenvlV2.5-dihvdro-6-methvl-7-f3-f4-methvInioorazin-1- 
yl)phenvnpvrazolof4.3-c1nvridin-3-one 
5 A stirred mixture of 7-(3-aminophenyl)-2-(4-chlorophenyl)-2,5- 

dihydro-6-methylpyrazolo[4,3-c]pyridin-3-one (0.1997 g, 0.570 mmol), and 
mechlorethamine hydrochloride (0.1293 g, 0.672 mmol) in anhydrous 
1-butanol (4 ml) was heated at reflux under nitrogen for 50 h, adding 
sodium carbonate (24.7 mg, 0.233 mmol) after 22 h and more 

10 mechlorethamine hydrochloride (0.4807 g, 2.50 mmol) after 26 h. The 
solvent was removed in vacuo and the residue was purified by flash 
chromatography [silica gel 5-30% MeOH/CHzCb; then silica gel. CHjCl-- 
MeOH-NH* (95:5:0.5 to 93:7:0.7)], to afford 29.6 mg (12%) of the title 
compound as a yellow solid; mp 191-210°C (CH2Cl 2 -EtOAc-hexane); l H 

15 NMR (360 MHz, DMSO-ck) 8 2.25 (3H, s), 2.26 (3H, s), 2.50 (4H. m), 3.20 
(4H, m), 6.S9 (1H, d. J 7.5 Hz), 6.99 (1H, m), 7.05 (1H, s), 7.33 (1H, t, J 7.9 
Hz), 7.42 (2H, d, -7 9.0 Hz), 8.13 (2H, d, J 8.9 Hz), 8.54 (1H. s), 12.44 QH. 
br s); MS (ES~) m/z 434/436 [MH] + , 218 [(M+2H)/2] + . Anal, found: C, 
64.41: H, 5.63: N. 15.44. CinH-tClNsO.OJHiiO requires: C. 64.56: H, 5.73: 

20 N. 15.68%. 

EXAMPLE 39 

2.5-DihvdrO'2-phenvl-7-(4-pvridvl)nvrazolof4.3-c1ovridin-3-one 
25 The title compound was prepared from ethyl 4-(4- 

pyridyDacetoacetate according to the method of Example 1. isolated as a 
red solid hydrochloride salt. MS (ES + ) m/z 323/325 [MH]*. Anal, found: C. 
52.68; H, 3.86; N, 14.21. C17HnN4OCl.HCU.5H2O requires: C. 52.87; H. 
3.91; N, 14.51%. 

30 
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EXAMPLE 40 

7.(4'Aminonhonvl)-2-f4-chlorQDhenvn-2.. r vdihvdn).(;.mcthvlnvraznlnr4.3- 
c |pvridtn-3-one 

5 

a) Ethvl L4-dihvdro-2-methvl-3-(4-nitroohenvn-4-oxo-5- 
pvridinecnrboxvlate 

To the product of Example 9(a) (15.6 g) was added 4- 
nitrophenylacctone (15 g) and dry methylene chloride (120 ml). 

10 Phosphorus pentoxide (24 g) was then added with stirring, and the 

mixture was stirred under an atmosphere of dry nitrogen for 18 hours. 
The solids were separated by filtration and washed with dry methylene 
chloride (100 ml). The combined filtrates were evaporated, and 
Dowtherm® A (100 ml) was added to the residue. The resulting mixiure 

15 was heated rapidly to reflux under an atmosphere of dry nitrogen for 0.17 
h. Upon cooling to room temperature, and allowing to age, the title 
compound crystallised, was collected by filtration, washed with diethyl 
ether, and dried in vacuo. Yield 9.5 g. 'H NMR (360 MHz. DMSO-c^ 5 
12.15 (1H, br s), 8.42 (2H, d, J 8.6 Hz), 7.68 (2H, d. J 8.6 Hz). 4.36 (2H, q. 

20 J 6.8 Hz), 2.28 (3H, s), 1-43 (3H, t, J 7.2 Hz); MS (ES*) m/z 303 [MHJ-. 

b) Ethvl 4-chloro-2-methvl"3-f4-nitroDhenvl)-5-ovridin ecarboxvlate 

To the product of Example 40(a) (9.5g, 31.45 mmol) was added 
phosphorus oxychlonde (100 ml), and the mixture was heated at reflux for 

25 2 h under an atmosphere of dry nitrogen. The volatiles were removed in 
vacuo and the residue was azeotroped with toluene. The residue was 
cooled in an ice bath, and quenched by cautious addition of saturate-.-, 
aqueous NaHCOs (100 ml). The aqueous layer was extracted with 
dichloromethane (3 x 100 ml), and the combined organic extracts were 

30 dried (NasSO.) and evaporated in vacuo. The residue was purified by 
flash chromatography (silica gel 25% ethyl acetnte/dichloromethane* to 
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yield 8.77 g (87%) of the title compound as a yellow solid; 'H NMR (360 
MHz, CDCb) 5 8.93 (1H, s). 8.37 (2H, d, J 8.7 Hz), 7.40 (2H, d, J 8.7 Hz), 
4.45 (2H, q ? J 7.1 Hz), 2.35 (3H, s), 1.42 (3H, t, ,7 7.2 Hz); MS (ES*) m/z 
321/323 [MH] + . 

5 

c) 2-f4-ChloroDhenvl)-2.5-dihvdro*6-methvl-7-( f 4-nitroohenvnDvrazoIor4 .3- 
clovridin-3-one 

The product of Example 40(b) (5.08 g, 15.8 mmol) and 4- 

chlorophenylhydrazine hydrochloride (3.50 g) in anhydrous 1-butanol (ISO 

10 ml) was stirred at reflux under nitrogen for 4 hours. The mixture was 
then allowed to cool to room temperature, and allowed to age for 18 h. 
The orange solid was then collected by filtration, washed with ethanol, 
and dried in vacuo to give 4.01 g (67%) of the title compound as an orange 
solid; *H NMR (360 MHz, DMSO-d,;) 5 12.57 (1H, br d, J 7.2 Hz), 8.60 (1H, 

15 d, J 7.2 Hz), 8.33 (2H, d t J 8.8 Hz). 8.10 (2H, d, J 8,8 Hz), 7.82 (2H, d, J 
9.0 Hz), 7.40 (2H, d, J 9.0 Hz). 2.26 (3H, s); MS (ES + ) m/z 381/383 [MH]-. 
Anal, found: C, 59.93; H, 3.44; N. 14.71. doHnN^OriCi requires: C, 59.96; 
H, 3.47; N, 14.40%. 

20 d) 7-(4-Aminophenvl)-2-(4-chlorouhenvl)-2.5-dihvdro-6-methvl- 
pvrazolof4.3-c1pvridin-3-one 

The product of Example 40(c) (1.75 g, 4.6 mmol) was added as a 
solid to a pre-formed mixture of copper(II) acetylacetonate (0.356 g, 0.92 
mmol). ethanol (70 ml) and sodium borohydride (0.521 g). The mixture 

25 was then warmed briefly to give a dark red solution, then stirred at room 
temperature for 1 h. The solvent was then evaporated at reduced 
pressure, and the residue was purified by flash chromatography (silica gel, 
5% methanol/dichloromethane) to yield 1.60 g (99%) of the title compound 
as a yellow solid: »H NMR (360 MHz, DMSO-dj) 5 12.04 (1H. br s), 8.46 

30 (1H, s). 8. 16 (2H, d, J 9.0 Hz). 7.42 (2H. d, J 9.0 Hz), 7.18 (2H. d. J 8.4 Hz), 
6.65 (2H, d. J 8.4 Hz). 5.25 (2H. s). 2.28 (3H, s); MS (ES*) m/z 351/353 
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[MH]\ Anal, found: C, 60.96; H. 4.59; N, 14.64. C|.iHir.N.iOCLl.25(H 2 0) 
requires: C, 61.13; H. 4.72; N, 15.01%. 

EXAMPLE 41 

5 

7-f4-AcetamidoDhcnvn-2-f4-chIoroDhenvn*2.5-dihvdro-6-methvl- 
pvrazolof4.3-dnvridin-3-one 

To the product of Example 40(d) (0.102 g, 0.29 mmol) in dry 
pyridine (1 ml) was added acetyl chloride (0.035 ml). The mixture was 

10 warmed briefly to give a homogeneous solution, and then stirred at room 
temperature for 13 h. The mixture was diluted with excess aqueous 
sodium hydrogencarbonate, and the yellow solid collected by filtration, 
washed with water, and then diethyl ether. The resulting solid was boiled 
in ethanol (4 ml), then allowed to stand at room temperature. The yellow 

15 solid was collected by filtration and dried in vacuo to afford 0.077 g (68%) 
of the title compound; l H NMR (360 MHz, DMSO-cfc) 5 12.42 (1H, br s), 
10.05 (1H, s), 8.54 <1H, s). 8.13 (2H, d f J 9.0 Hz), 7.68 (2H. d. J 8.5 Hz), 
7.43 (4H, m), 2.26 (3H, s). 2.09 (3H, s); MS (ES*) m/z 393/395 [MH]\ Anal, 
found; C. 60.06; H. 4.7S; N\ 12.95. C21H17N.iO2CLl.5HjO requires: G, 

20 60.07; H, 4.80; N, 13.34%. 

EXAMPLE 42 

7-f4*(4-(^rg-ButoxvcarbonvnDiDerazin-l'Vl)uhenvIl-2'( 4-chloroDhenvl)'2.5- 

25 dihvdro-6-methvlpvrazolof4.3-c1 pvridin-3-one 

To the product of Example 40(d) (0.329 g, 0.94 mmol) and bis(2- 
chloroethyl)aminc hydrochloride (0.208 g) was added dry 
dimethylformamide (2 ml) and water (1 ml). The mixture was then heated 
at 95°C, with stirring, under nitrogen for 24 h. The mixture was then 

30 allowed to cool to room temperature, and di-ter/.-butyldicarbonate (0.80 g) 
and solid sodium hydropencarbonate (1.0 g) were added. The mixture was 
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then stirred at room temperature for 18 h. The solvent was stripped at 
reduced pressure, and the residue was purified by flash chromatography 
(silica gel. 5% methanol/dichloromethane) to yield 0.1 g (20%) of the title 
compound, after recrystallisation from hot toluene, as a yellow solid: MS 
5 (ES*) m/z 520/522 [MH]*. 

EXAMPLE 43 

2-(4'Chloroohenvl)-2.5-dihvdro-6-methvl-7-f4"(r)iperazin"l-vnnhenvll- 
10 pvrazoIof4.3-cbvridin-3-one bisfavdroehloride) 

To the product of Example 42 (0.042 g, 0.08 mmol) was added a 

saturated solution of hydrogen chloride in methanol, and the resulting 

solution was allowed to age for 18 h. The solvent was then evaporated. 

and the residue was azeotroped with toluene. The residue was 
15 crystallised from methanol-ethyl acetate, and recrystallised from hot 

ethanol to afford the title compound as a yellow solid; l H NMR (500 MHz, 

DMSO-dtf) 5 12.47 (brs), 9.05 (br s), 8.52 <1H. s), 8.14 (2H. d. J 9.0 Hz). 

7.43 (4H. m). 7.10 (2H. d, J 3.8 Hz), 3.4G (4H. m), 3.26 (4R m). 2.28 (3H. 

s); MS (ES*) m/z 420/422 [MH]*. 

20 

EXAMPLE 44 

2-( f 4-ChloroDhenvlV2.5-dihvdro-6-mcthvl-7-f4-(r)vrrolidin-2-on*l- 

yttphenvllnvrazoIof4.3-clDVTidin-3-one 

25 4-Chlorobutyryi chloride (0.36 ml) was dissolved in dichloromethane 

(10 ml), and 1.5 ml of the resulting solution was added to the product of 
Example 40(d) (0.102 g, 0.29 mmol). To the mixture was then added 
pyridine (0.3 ml). The reaction mixture was then stirred for 1 h at room 
temperature. A precipitate formed which was redissolved by the addition 

30 of dry diraethylformamide (1 ml). The reaction mixture was then diluted 
with toluene (20 ml), and solvents stripped at reduced pressure. The 
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residue was redissolved in dry dimcthylformamide (2 ml), and sodium 
hydride (0.057 g of a 60% dispersion in oil) was added, and the resulting 
mixture stirred at room temperature for 0.5 h. The reaction mixture was 
then diluted with water (20 ml), and dichloromethane (20 ml), stirred 
5 vigorously briefly, then allowed to stand. The solid was collected by 

filtration, and washed with water, then diethyl ether. The solid was then 
suspended in boiling ethanol. allowed to cool to room temperature, and the 
solid collected by filtration and dried in vacuo, to afford 0.066 g (54%) of 
the title compound; <H NTVIR (360 MHz, DMSO-cW 5 12.44 (1H, br s), 8.55 
10 (1H, s), 8.13 (2H, d, J 9.0 Hz). 7.78 (2H, d. -7 8.7 Hz), 7.52 (2H. d. J 8.6 Hz), 
7.42 (2H. d, J 8.9 Hz), 3.91 (2H, m). 2.54 (2H. m), 2.27 (3H, s). 2.10 (2H, 
m); MS (ES + ) m/z 419/421 [MH}\ Anal, found: C, 62.80; H. 4.75; N, 12.27. 
, C-tH 1 oN-»0-CL1.25H>0 requires: C. 62.53; H, 4.91; N. 12.69%. 

15 EXAMPLE 45 

7-[4-(2-Amino-2-methvlproDionamido)Dhenvn-2-(4- chiorophcnvl)-2.5' 
Hihvdro-6«methvlpvrazolof4,3-c1r)vrid in-3-one 

To JV-ier*-butoxycarbonyl ct-methylalanine (3.5 g) was added thionyl 

20 chloride (40 ml) and catalytic dry dimethylformamide (3 drops). The 
mixture was then stirred at room temperature for 4 h. The thionyl 
chloride was then evaporated at reduced pressure, and the residue 
azeotroped with toluene and evaporated at reduced pressure. To the 
residue was added dry dichloromethane (17 ml). A portion of this mixture 

25 (3 ml) was then added to the product of Example 40(d) (0. 10 g. 0.28 mmol) 
and the mixture was stirred at room temperature under nitrogen for 5 h. 
Methanol (10 ml) was added, and the mixture was then poured into 
aqueous sodium carbonate. The organic phase was separated, and the 
aqueous phase extracted with dichloromethane. The combined organic 

30 phases were evaporated at reduced pressure, and the residue was purified 
by flash chromatography (silica gel. 10% methanol/dichloromethane) to 
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yield the title compound, (0.02 g, 16%) after crystallisation from hot ethyl 
acetate, as a yellow solid; »H NMR (500 MHz. DMSO-dc), 8 8.54 (1H, s). 
8.13 (2H. d. J<) Hz;. 7.78 (2H, d. J 8.5 Hz), 7.46 (2H, d, J 8.5 Hz). 7.42 
(2H f d, J 9 Hz). 3.32 (2H, s). 2.27 (3H. s), 1.35 (6H. s); MS (ES*) m/z 
5 436/438 [MH]*. 

EXAMPLE 46 

2-f4-ChloroohenvIV2.5-dihvdro-6-methvI-7-r4-(4-methvlDiperazin-l' 

10 Yl^phenvnDvrazoIof4.3-dDvridin-3-ono 

To the product of Example 40(d) (0.106 g, 0.30 mmol) and 
mechlorothamine hydrochloride (0.10 g) was added dry ethanol (2 ml). 
The mixture was then heated at reflux, with stirring, under nitrogen for 
18 h. Further tnechlorethamine hydrochloride (0.10 g) was added, and 

15 heating at reflux continued for a further 24 h. The mixture was then 

allowed to cool to room temperature and diluted with dichloromethane (20 
ml) and washed with aqueous sodium hydrogencarbonate (10 ml). The 
organic phase was separated, evaporated at reduced pressure, and the 
residue was purified by thin layer chromatography (silica gel, 10% 

20 methanoi/dichioromethane) to yield 0.01 g (8%) of the title compound, 
after recrystallisation from hot ethyl acetate, as a yellow solid; *H NMR 
(500 MHz. DMSO-dd). 5 12.4 (1H, br s), 8.51 (1H, s), 8.15 (2H, d, J 9 Hz). 
7.42 (2H, d. JS.5 Hz), 7.3S (2H, d f J 8.5 Hz). 7.04 (2H, d, J 9 Hz), 3.24 
<4H, m). 2.53 (4H. m). 2.27 (6H, s); MS (ES + )m/r 434/436 [MH]*. 

25 

EXAMPLE 47 

7-f4^(A/' / .^^^Buroxvcarbonvldvcinamido)uhenv•ll-2•(4-chlo rnphenvlV2.^>- 
dihvdro-6-methv]Dvnizolof4.3-dpvridin-3-one 
30 To /V-ieri-butoxycarbonylglycine (1.2 g) and 1 -hydroxy benzotriazole 

(0.93 g) in dry dimethylformamide (7 ml), under nitrogen, was added with 



8NSOOOO <WO 9M»W« 1 * 



WO 99/48392 



69 



PCT/GB99/00803 



stirring l-(3-dimethylaminopropyl)-3-othylcarbodiimide hydrochloride 
(1.32 g). The mixture was stirred ac room temperature for 1 h. then the 
product of Example 40(d) (1.00 g, 2.85 mmol) was added. The mixture was 
stirred at room temperature for 3 h, then diluted with water (100 ml), and 
5 the resulting yellow solid recovered by filtration, washed with water and 
ethyl acetate, and dried in vacuo to yield 1.18 g (82%) of the title 
compound as a yellow solid; 'H NMR (360 MHz, DMSO-A?) 5 12.43 (1H. br 
s). 10.05 (1H. br s), 8.54 (1H, s), 8.14 (2H, d, J 9.0 Hz), 7.G9 (2H. d, J 8.5 
Hz), 7.46 (2H, d, J 8.5 Hz), 7.42 (2H. d, J 9.0 Hz), 7.08 (1H. m), 3.76 (2H. 
10 d, J 6.0 Hz), 2.27 (3H. s), 1.41 <9H, s); MS (ES + ) m/z 508/510 [MH] + . 



EXAMPLE 4S 



9-r4.rhloroDhenvlV2.5-dihvdro-6-methvl-7-f4-(1.2.4-triazol-4-v l)Dhenvn- 

15 pvrazolof4 1 3-g]pvridin-3-one 

To the product of Example 40(d) (0.153 g, 0.436 mmol) was added 
dimethylformamide azine (0.062 g), p-toluenesulfonic acid (0.005 g), 
toluene (3 ml), and dry dimethylsulfoxide (1 ml). The mixture was then 
heated at reflux, with stirring,. under nitrogen for 24 h. Further portions 

20 of dimethylformamide azine (0.062 g) and p-toluenesulfonic acid (0.005 g) 
were then added, and heating at reflux was continued for a further 48 h. 
The mixture was then allowed to cool to room temperature, the solvent 
was removed at reduced pressure, and the residue was purified by flash 
chromatography (silica gel, 10% me thanol/dichlorome thane) to yield 0.065 

25 g (37%) of the title compound, after recrystallisation from hot 

methanoi/ethyl acetate, as a yellow solid; W NMR (360 MHz, DMSO-cfo) S 
12.53 (1H, br s). 9.22 (1H, s). 8.60 (1H, br s), 8.13 <2H. d. J 9.0 Hz), 7.85 
(2H, d, J 8.6 Hz), 7.73 (2H. d, J 8.6 Hz), 7.43 (2H. d, J 9.0 Hz), 2.30 (3H. s); 
MS (ES*) m/z 403/405 [MH]\ 



30 
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EXAMPLE 49 

2-f4-Chlorot)henvlV7'(4-cvanophenvlV2.5-dihvdro-(^methvlnvra7olor4.3" 
c ]pvridin*3-one 

5 

Ethvl 3-(4-cvanoDhenvl)-l,4-dihvdn>2-methvl-4-oxo-5- 
pvridinecarboxvlate 

To the product of Example 9a (4.59 g) was added 4- 
cyanophenylacetone (prepared according to the procedure described in J. 

10 Org. Chem., 1985, 50, 1373-1381) (3.55 g) and dry CH 2 C1 2 (10 ml). 

Phosphorus pentoxide (1 g) was then added with stirring, and the mixture 
was stirred under an atmosphere of dry nitrogen for 18 hours. The solids 
were separated by filtration and washed with dry methylene chloride (10 
ml). The combined filtrates were evaporated, and Dowtherm® A (20 ml) 

15 was added to the residue. The resulting mixture was heated rapidly to 
reflux under an atmosphere of dry nitrogen for 0.17 hours. Upon cooling 
to room temperature, and allowing to age, the title compound crystallised, 
was collected by filtration, washed with diethyl ether, and dried in vacuo. 
to give a cream coloured solid (1.71 g). »H NMR (250 MHz, DMSO-cM 5 

20 11.44 (1H, br s), 8.91 (1H, s), 7.73 (2H, d, J 8.6 Hz), 7.40 (2H. d, J 8.6 Hz). 
4.47 (2H, q, J 6.8 Hz). 2.35 (3H, s), 1.46 (3H, t, J 7.2 Hz). 

b) Ethvl 4'chloro-3-(4-cvanophenvlV2-methvl-5-pvridinecarboxvlate 
To the product of Example 49a (1.7 g, 6.0 mmol) was added 

25 phosphorus oxychlonde (40 ml), and the mixture was heated at reflux for 
2 h under an atmosphere of dry nitrogen. The volatiles were removed in 
vacuo and the residue was azeotroped with toluene. The residue was 
cooled in an ice bath, and quenched by cautious addition of saturated 
aqueous NaHCOj (60 ml). The aqueous layer was extracted with CH2CI.: 

30 (3 x 40 ml), and the combined organic extracts were dried (Na:SO.i) and 
evaporated in vacuo. The residue was purified by flash chromatography 
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(silica gel. eluent 10% ethyl acetate/CHuCb) to yield 1.62 g of the title 
compound as a pale yellow solid: >H NMR (250 MHz, CDCl.t) 5 8.92 (1H. s). 
7.S0 (2H. d. J 8.7 Hz), 7.33 (2H, d. J 8.7 Hz), 4.44 (2H, q, J 7.1 Hz), 2.34 
(3H, s). 1-42 (3H, t, J 7.2 Hz); MS (ES*) m/z 301/303 [MH]*. 

5 

C ) 2-(4-ChlorophenvlV7-(4-cvanoohenvI)-2.5-dihvdro-6»methvInvrazolof4.3- 

c]pvridin-3-one 

The product of Example 49b (1.60 g, 5.32 mmol) and 4- 
chlorophenylhydrazine hydrochloride (1.14 g; 6.38 mmol) in anhydrous 1- 

10 butanol (50 ml) was stirred at reflux under nitrogen for 4 hours. The 

mixture was then allowed to cool to room temperature, and allowed co ase 
for 18 hours. The orange solid was then collected by filtration, washed 
with ethanoi, and dried in vacuo to give 1.4 g (72%) of the title compound 
as an orange solid; >H NMR (360 MHz, DMSO-ck) 5 12.54 (1H. br d. J 5.2 

15 Hz), 8.60 <1H. d. J 7.2 Hz), 8.11 (2H, d. J 8.8 Hz), 7.96 (2H, d. J8.S Hz). 
7.75 (2H, d, J 9.0 Hz), 7.41 (2H, d, J 9.0 Hz), 2.26 (3H, s): MS (ES*) m/z 
3G1/363 [MH]\ Anal, found: C, 66.33: H, 3.63; N, 15.23. C19H13N4O3CI 
requires: C, 66.58; H, 3.51; N, 15.53%. 

20 EXAMPLE 50 

7-(3-Cvnnoohenvn-2-(4-chlorophenvn-2.5-dihvdro-6-meth vlpvrazolof4.3- 
c |pvridin-3-one 

25 a) Ethvl 3-(3-cvanophenvlV1.4-dihvdrn-2-methvl-4-oxo-5- 

pvridinecnrhoxvlate 

Following a similar procedure to that described in Example 49a. 

except using 3-cyanophenylacetone (prepared by an analogous procedure 

to that described in J, Org. Chem., 1985. 50 t 1373-1381) instead of 4- 
30 cyanophenylacetone, the title compound was prepared as a brown solid. J H 

NMR (250 MHz, DMSO-cfc) 811.43 (1H. br s). 8.91 (1H. s). 7.59 (4H. m). 
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4.45 (2H, q, J 6.8 Hz), 2.35 (3H, s). 1.40 (3H, t t J 7.2 Hz); MS (ES-) m/z 
283 [IV1HJ-. 

b) Ethvl 4-chloro-3-/3-cvanoDhenvl)-2-methvl-5-uvridinecarboxvIarft 

5 Following a similar procedure to that described in Example 49b, 

except using ethyl 3-(3-cyanophenyl)-1.4-dihydro-2-methyl-4-oxo-5- 
pyridinecarboxylatc instead of using ethyl 3-(4-cyanophenyl)-l,4-dihydro- 
2-methyl-4-oxo-5-pyridinecarboxylate, the title compound was produced an 
a pale yellow solid. »H NMR (360 MHz, CDCLi) 6 8.91 (1H, s), 7.75 (1H. d, 
10 J 8.7 Hz), 7.63 QH, dd, J 8.7, 8.7 Hz), 7.52 (1H, s). 7.45 (1H, d, J S.7 Hz), 
4.44 (2H f q, J 7.1 Hz), 2.34 (3H, s), 1.42 (3H, t t J 7.2 Hz); MS (ES*) m/z 
301/303 [MH]-. 

c) 7-(3-CvnnophenvI)-2^4-chloroDhenvlV2,5-dihvdro-6-methvbvrazoIor4.3- 
clnvridin-3-one 

Following a similar procedure to that described in Example 49c, 
except using ethyl 4-chloro-3-(3-cyanophenyl)-2-methyl-5- 
pyridinecarboxylate instead of using ethyl 4-chloro-3-(4-cyanophenyl)-2- 
methyl-5-pyridinecarboxylate, the title compound was produced as a pale 
yellow solid. »H NMR (360 MHz, DMSO-rfc) 5 12.52 (1H, s), 8.91 (1H, s). 
8.12 (2H. d. J 8.8 Hz), 8.10 (1H, s), 7.91 (2H, m), 7.72 (1H, dd, J 8.7, 8.7 
Hz), 7.42 (2H. d, J S.7 Hz), 2.25 (3H, s); MS (ES*) m/z 361/363 [MH]*. 
Anal, found: C, 63.47; H, 3.S1; N, 14.38. C20H13N.1OCLO.5HCl requires: C. 
63.31; H. 3.53; N, 14.66%. 

EXAMPLE 51 

2-f4-ChlorophenvlV2.5-dihvdro-6-methvl-7-f4-(t)vridin-2-vlmethvIaminoV 

phenvnuvrazolof4,3-r]pvridin-3-one 
30 To a stirred mixture of 7-(4-aminophenyl)-2-(4-chlorophenyl)-2,5- 

dihydro-6-methylpyrazolo[4,3-c]pyridin-3-one (0.150 g. 0.43 mmol), 2- 
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pyridinecarboxaldehyde (81 jil, 0.85 mmol) and acetic acid (18 jil. 0.31 

MeOH (3 ml) under nitrogen was added sodium 
cyanoborohydride (0.02 g, 0.32 mmol) and the mixture was stirred for 2-1 
h. The mixture was quenched with saturated aqueous K2CO?, (0.5 ml) and 
5 the solvent was removed in vacuo. The residue was purified by flash 

chromatography (silica gel, 5-10% McOH/CHfeCk) to give 0.076 g (39.7%) 
of the title compound as a yellow solid; ! H NMR (360 MHz, DMSO-d*) 5 
12.32 (1H, br s) ( 8.57 (1H. d, J 2.1 Hz), 8.47 (1H, s), 8.14 (2H, d, J 8.7 Hz), 
7.77 (1H, t, J 7.5 Hz), 7.43 (3H ( m), 7.25 (3H. m), 6.68 (2H, d. -7 8.3 Hz). 
10 6.56 (1H, t, J 2.5 Hz), 4.41 (2H, d, J 5.8 Hz), 2.26 (3H, s): MS (ES*) m/z 
442/444 [MH]\ 221/222 [fM+2H)/2]\ 

EXAMPLE 52 

15 2-(4-Chloroohenvn-744'(iV,A^-di(cvclonroovlmethvnamino)phenvll-2.5- 
dihvdro-6-methvIuvrazolof4.3-c1nvridin-3-one 

To a stirred mixture of 7-(4-aminophenyl)-2-(4-chlorophenyI)-2,5- 
dihydro-6-methylpyrazolo[4,3-c]pyridin-3-one (0.150 g, 0.43 mmol). 
cyclopropane carboxaldehyde (80 jil, 1 mmol) and acetic acid (30 jil. 0.52 

20 mmol) in anhydrous MeOH (3 ml) under nitrogen was added sodium 

cyanoborohydride (0.02 g, 0.32 mmol) and the mixture was stirred for 24 
h. The mixture was quenched with saturated aqueous K2CO3 (0.5 ml) and 
the solvent was removed in vacuo. The residue was purified by flash 
chromatography (silica gel, 5-10% MeOH/CH 2 Cl-) to give 0.049 g (24.9%) 

25 of the title compound as a yellow solid; l H NMR (360 MHz, DMSO-ck) 5 
12.05 (1H, d. J 6.2 Hz), 8.18 (1H. d, J 6.5 Hz), 7.87 (2H, d, J 9.0 Hz). 7.12 
(2H, d, J 8.9 Hz), 7.04 (2H, d, J 8.8 Hz). 6.56 (2H. d, J 8.8 Hz). 3.31 i4H, d. 
J 6.3 Hz), 1.99 (3H, s). 0.79 (2H, m), 0.18 (4H. m), 0.00 (4H, m); MS (ESM 
m/z 459/461 [MH]+. Anal, found: C, 69.51; H, 6.03; N, 11.94. 

30 C2tH 2 7N4C1N.,O.0.5H:O requires: C, 69.29: H. 6.03; N, 11.97%. 
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2-(4-ChloroohenvD-744-(A'-cv^ 
methvlpvrazoIof4.3-c1ovririin-3-one 

Also isolated from the above reaction as a yellow solid, 0.083 g 
(47.9%). m NMR (360 MHz, DMSO-d*) 5 12.07 (1H, d, J 6.3 Hz), 8.21 
5 (1H, d. J 6.6 Hz), 7.91 (2H. d, J 8.9 Hz), 7.16 (2H f d, J 8.9 Hz). 6.99 (2H. d. 
J 8.9 Hz). 6.42 (2H. d. J 8.8 Hz), 5.62 (1H, br s), 2.70 (2H, d, J 2.9 Hz), 
2.03 (3H, s). 0.83 (1H, m), 0.23 (2H, m), -0.01 (2H, m); MS (ES + ) m/z 
405/407 [MH]-. 

10 EXAMPLE 53 

7-(4"CarboxnmidochenvI)-2-(4-chloroDhenvl)-2.5-dihvdrn-6-methvl- 
pvrazolof4.3-c1pvridin-3-one 

To sulfuric acid (5 ml; 85% v/v H^O) was added the product of 
15 Example 49c (0.05 g. 0.14 mmol) and the solution heated at 85°C for 4 
hours. The reaction was poured into ice water (10 ml) and the solution 
adjusted to pH 7 with sodium carbonate. The yellow precipitate was 
filtered off and air dried. The resulting solid was 

MeOH/CHsCyCH.iGOuC2Hs to give the product as an orange solid, 0.C45 g 
20 (85.7%). »H NMR (360 MHz. DMSO-ds) 8 12.52 (1H, br s), 8.31 (1H, s). 

8.12 (2H. d. J 12.9 Hz), 8.08 (1H, m), 8.04 (2H, d, J 12.0 Hz), 7.60 (2H. d. J 
11.9 Hz), 7.44 (1H. m). 7.42 (2H, d, J 12.7 Hz), 2.26 (3H, s); MS (ES + ) m/z 
379/3S1 [MH]*. Anal, found: C. 56.54; H, 3.98; N, 12.87. 
C2oHir.ClN^O;.0.5H 2 SO4 requires: C, 56.14; H, 3.77: N, 13.10%. 



25 



EXAMPLE 54 



2-(4-Chloronhenvl)-2.5-dihvdro-7-(3-methoxvcarbonvlpb « > "- r ^-fi-methvI- 

pvrnzoIof4.3-c]Dvridin-3-ono 
30 Hvdroeen chloride was bubbled through a suspension of tho prod 

of Example 50c (0.1 g. 0.27 mmol) in Me OH (5 ml) and CHaCls (2 ml) at 



WO 99/48892 



75 



PCT/CB99/00803 



0°C for 30 minutes; the vessel was then sealed and stirred at 25°C for 24 
hours. The solvent was removed in vacuo and the residue dissolved in 
CHsCU/MeOH (10:1) and washed twice with sat. sodium hydrogen 
carbonate solution. The organic phase was then separated, dried (MgSOi). 
5 filtered and evaporated to give a yellow solid. The crude product was 
purified by flash chromatography (silica gel 7% MeOH/CH-Ch) to afford 
the title compound as a yellow solid, 0.032 g (29.3%). *H NTvlR (360 MHz, 
DMSO-ds) 5 12.51 (1H, br s). 8.31 (1R s), 8.12 (3H, m), 8.08 (1H, m), 7.80 
(1H, m), 7.77 (1H, m). 7.39 <2H, d. J 8.9 Hz), 3.88 (3H, s). 2.24 (3H, s); MS 
10 <ES*) m/r 394/396 [MH] + . Anal, found: C, 62.37; H, 4.20; N, 10.19. 
C2iHiGCiN.iOs-0.5H-O requires: C, 62.69: H, 4.13: N, 10.44%. 

EXAMPLE 55 

15 2-M-ChlorophenvlV2.n-dihvdro-6-irnethvl-7-f3-favridin-2- 
Ylmethvlaminomethvnphenvnpvrazolof4. 3-c1nvridin-3-one 

a) 2-(4-Chloronhenvn-7-M-formvluhenvn-2,5-dihvdro-6- 
methvlpvrazolof4.3-c1nvridin-3-one 

20 To a suspension of the product of Example 50c (0.1 g, 0.28 mmol) in 

CH2CI2 (8 ml) at 0°C was added diisobutylaiuminium hydride (1.0 M 
CH2CI2 soln.; 0.55 ml; 0.55 mmol) and the resulting solution stirred for 2 
hours at 25°C. HC1 (1.0 M; 0.5 ml) was added dropwise at 0°C and the 
mixture stirred vigorously for 15 minutes. The reaction was then diluted 

25 with CH2CI2 and the organic phase washed with saturated aqueous 

sodium hydrogen carbonate solution. The organic phase was separated, 
dried (MgSO-t), filtered and evaporated to give the product as a yellow 
solid, 0.100 g (99.2%) which was used without further purification in the 
subsequent step. MS (ES*) m/r 364/366 [MH]\ 
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b) 2-(4-Chlorophenvl)-2.5-dihvdro-fvmethvl-7»[3*(Dvridin-2- 
ylmethvIaminomethvl)phenvl1nvrazolor4.3-c1pvridin-3-one 

To a solution of the product of Example 55a (0.1 g, 0.275 mmol) in 
methanol (5 ml) was added acetic acid (31 ul. 0.55 mmol), sodium 
5 cyanoborohydride (10.3 mg, 0.165 mmol) and 2*(aminomethyl)pyridine 
(0.17 ml. 1.65 mmol). After stirring for 18 hours the solvent was 
evaporated and the crude product purified by flash chromatography (silica 
gel, 10% MeOH/CHjCb) to afford the title compound as a yellow solid, 
0.023 g (13.4%). »H NMR (360 MHz, CD3OD) 5 8.46 (1H, s), 8.43 (1H, s). 
10 7.93 (2H, d, J 8.9 Hz), 7.73 (1H, m), 7.31 <SH, m), 3.93 (2H, s). 3.88 (2H, s), 
2.32 (3H, s); MS (ES*) m/z 456/458 [MH]*. 

EXAMPLE 56 

15 2^4-ChloroDhenvlV2.5-dihvdro-6-methvl-7-f4-fpvridin-2- 
ylmethvlaminomethvl)Dhenvllnvrazolof4.3-c1pvridin'3-one 

a) 2-f4-ChlorophenvlV7-(4-formvIohenvI)-2.5-dihvdro*6- 
methvlpvrazolof4.3-dpvridin*3-one 
20 Following a similar procedure to that described in Example 55a ? 

except using the product of Example 49c instead of the product of Example 
50c, the title compound was prepared as a yellow solid. MS (ES*) m/z 
364/366 [MH]*. 

25 b) 2-f4-ChlorophenvI)-2.5-dihvdro-(vmethvl-7-f 4-favridin-2- 
y1methvlaminomfithvl)phenvl1pvrazolo f4.3«clpvridin-3-one 

Following a similar procedure to that described in Example 55b. 
except using the product of Example 56a, the title compound was 
prepared as a yellow solid. »H NMR (360 MHz, CD3OD) 5 8.52 (1H, s). 

30 8.40 (1H, s). 7.91 (2H. d, J 8.9 Hz). 7.82 <1H. m), 7.41 (8R m), 3.93 (2H. s), 
3.83 (2H. s), 2.29 (3H. s); MS (ES*) m/z 456/458 [MH] + . 
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EXAMPLE 57 



7>[4-(Benzv1flminQmethvl)DhenvIl>2-(4-chloronhenvlV2.n-dihvdro-6- 
5 methvI-pvra7olor4.3-clT)vridin-3'Onc 

Following a similar procedure to that described in Example 55b. 
except using the product of Example 56a, and benzylamine instead of 2- 
(aminomethyl)pyridine, the title compound was prepared as a yellow solid. 
m NMR (360 MHz, CD3OD) 5 7.77 (1H. s), 7.33 (2H, d, J 9.9 Hz), 6.S4 
10 (4H, s), 6.70 (7H. m), 3.20 (2H, s), 3.18 (2H, s). 1-68 (3H. s); MS (ES-) m/z 
455/457 [MH]*. 

EXAMPLE 58 



15 7-(3*Carboxamidophenvl)-2-(4-chloroDhenvlV2.5-dihvdro-6 -methvI- 

pvrazoIof4.3-c1 pvridin-3-one 

Following a similar procedure to that described in Example 53, 

except using the product of Example 50c instead of the product of 49c, the 

title compound was prepared as a yellow solid. l H NMR (360 MHz. DMSO- 
20 do) 5 12.45 (1H, br s). 8.61 (1H, s), 8.12 (2H, d, J 8.9 Hz). 8.00 (3H. m), 

7.60 (2H f m). 7.40 (2H, d, J 9.0 Hz), 2.24 (3H, s); MS (ES*) m/z 379/381 

[MH] + . 



EXAMPLE 59 



25 



2-f4-ChloroDhenvlV2.5-dihvdro-6-methvl-7-f4-( nvrroIidin-l* 
vImethvI)phpnvn-Dvrazolof4.3-cl Dvridin-3-one 

Following a similar procedure to that described in Example 55b, 
except using the product of Example 56a, and pyrrolidine instead of 2- 
30 (aminomethyl)pyridine, the title compound was prepared as a yellow solid. 
m NMR (360 MHz. CD3OD) 6 8.26 (1H, s). 7.91 (2H. d. J 8.9 Hz). 7.38 
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(4H, s). 7.24 (2H. d, J 8.9 Hz), 3.63 (2H. s). 2.54 (4H. br s), 2.24 (3H. s). 
1.76 (4H, brs); MS (ES*) m/z 419/421 fMH]~. 

EXAMPLE 60 

5 

2-(4-ChloroDhenvlV2.5-dihvdro-7-f4-(hvdroxvmethvI)DhenvI1-f>-methvl- 
pvrazolof4.3-c1r>vridin-3-onc 

a) 2^4-ChlQroDhenvlV2.5-dihvdrO'7^4-methoxvcarbonvlDhenvn'6*methvl- 
10 pvrazolof4. 3-c1pvridin-3-one 

Following a similar procedure to that described in Example 54 
except using the product of Example 49c the title compound was prepared 
as a yellow solid. l H NMR (360 MHz. DMSO-cfc) 5 12.51 (1H, d. J 6.0 Hz). 
8.60 (IE d. J 6.6 Hz), 8.12 (2H, d. J 8.2 Hz). 8.10 (2H, d, JS.3 Hz). 7.63 
15 (2H, d. J 8.2 Hz). 7.40 (2H, d, J 8.2 Hz). 3.90 (3H, s), 2.26 (3H, s): MS (ES + ) 
m/z 394/396 [MH]~. Anal, found: C, 61.55; H, 4.45; N, 9.74. 
CaiHifiClNiiOruH-jO requires: C, 61.24: H. 4.40; N, 10.20%. 

b) 2-(4-ChlorouhenvI > l-2.5-dihvdro-7*r4-(hvdroxvmethvl)phenvn-6'methvl' 
20 pvrazoIof4.3-dpvridin-3-one 

To a suspension of the product from Example 60a (0.025 g, 0.06 
mmol) in CH2CI2 (5 ml) at -10°C was added diisobutylaluminium hydride 
(1.0 M CHiiCl-j soln.; 0.2 ml, 0.2 mmol) and the resulting solution was 
stirred for 12 hours at 25°C. HC1 (1.0 M; 0.5 ml) was added dropwise ac 

25 0°C and the mixture stirred vigorously for 15 minutes. The reaction wa* 
then diluted with CH-CU and the organic phase was washed with 
saturated aqueous sodium hydrogen carbonate solution. The organic 
phase was separated, dried (MgSO-i), filtered and evaporated to give the 
product as a yellow solid. The crude product was purified by flash 

30 chromatography (silica gel, 10% MeOH/CH-Cl-) to afford the title 

compound as a yellow solid. 0.016 g (68.8%). "H NMR (360 MHz. DMSO- 



BNSCOClO <WO 9948892AI » > 



WO 99/48892 



79 



PCT/CB99/00803 



dii) 3 12.43 (1H. br s), 8.58 (1H, s), 8.13 (2H. d, J 9.0 Hz). 7.43 (6H, m). 
5.25 (1H, t, J 5.7 Hz), 4.57 (2H. d. J 5.5 Hz), 2.25 (3H, s): MS (ES*) m/z 
366/368 [MH] T . 

5 EXAMPLE 61 

2-f4-ChIorophenvn-2.5-dihvdro-7-f4-iodoi)henvn-6-methvlpvi'a2oIof4.3- 
c]pvridin-3-one 

10 a) 2^4-ChlorophenvIV7-f4-dinzoDhenvlV2.5-dihvdro-fi-mechvtnvrazolof4.3- 
c [pvridin-3-one fluorohorate 

To the product of Example 40 (5.0 g, 14.3 mmol) in 
iV,iV-dimethylformamide (200 ml) containing tetrafluoroboric acid (3.6 ml, 
2S.5 mmol) was added dropwise isoamyl nitrite (3.8 ml, 2S.5 mmol). After 

15 4 hours the reaction was poured into ice water (800 ml) with vigorous 
stirring. After stirring for 30 minutes the precipitate was filtered off 
washing with cold ethanol and diethyl ether. Drying under high vacuum 
gave the product as a purple solid (78%). MS (ES*) m/z 334/336 [M-N a ] + . 

20 b) 2-(4-ChIorophenvl)-2.5-dihvdro-7-(4-iodonhenvl)-6-methvlnvrazoIof4.3- 
clpvridin-3-one 

To a solution of potassium iodide (1.77 g, 10.6 mmol) and iodine (1.2 
g, 4.72 mmol) at 10°C was added dropwise a solution of the product of 
Example 61a (4.0 g, 9.0 mmol) in dimethylsulphoxide (15 ml). After 

25 stirring for 1 hour the temperature was raised to 40°C for 30 minutes. 
After cooling to room temperature saturated aqueous sodium bisulfite 
solution (30 ml) was added in one portion with vigorous stirring, and then 
the reaction further diluted with ice water (200 ml). The solid was 
collected by filtration, and washed with water, cold ethanol, and diethyl 

30 ether. Drying under high vacuum gave the title product as a yellow solid. 
3.99 g (97%), »H NMR (360 MHz, DMSO-<fc) 5 12.52 (1H, br s), 8.60 (1H, 
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br s), 8.12 (2H. d. J 12.8 Hz), 7.87 (2H, d, J 11.7 Hz), 7.42 (2H, d, J 12.8 
Hz), 7.33 (2H. d. J 11.8 Hz). 2.25 (3H, s); MS (ES*) tn/z 462/464 [MH]*. 

EXAMPLE 62 

5 

2-(4-ChlorophenvlV2.5-dihvdro-6-methvl-7-f4-f3-dimethvlaminoprop»l-vn- 

1- vDphenvl]ovrazolof4.3-c1nvridin-3-one 

To the product of Example 61b (0.3 g, 0.7 mmol) and 
A^iV-dimethylpropargylamine (52 jil. 0.48 mmol) in piperidine (5 ml) was 

10 added copper(I) iodide (0.0006 g. 3.2 jimol) and 

tetrakis(*triphenylphosphine)-palladium(0) (0.0037 g, 3.2 jamol), and the 
mixture heated at 80°C for 12 hours. The solvent was removed in vacuo 
and the crude product purified by flash chromatography (silica gel, 7% 
MeOH/CHiCb). Recrystallisation from MeOH/CH-Ch/CHiCOoCoHn 

15 afforded the title compound as a yellow solid, 0.087 g (64.3%). ! H NMR 
(360 MHz, DMSO-cfc) 5 12.43 (1H, br s). 8.59 (1H, s). 8.13 (2H, d, J 9-0 
Hz), 7.54 (2H. m). 7.41 (2H, d, J 9.0 Hz). 3.60 (2H, s). 2.34 (6H, s), 2.26 
(3H, s): MS (ES-) m/z 417/419 [MH]\ 209 [(M+2H)/2] + . 

20 EXAMPLE 63 

2- ( f 4-ChloroDhenvn-2.5-dihvdrO"7-r4'fimidazol-l-vI)phenvn-6-methvl- 
pvrazoIof4.3-c|pvridin-3-one 

To a solution of the product of Example 61b (0.1 g, 0.22 mmol) and 
25 imidazole (0.034 g, 0.5 mmol) in l-methyl-2-pyrrolidinone (1 ml) was 

added potassium carbonate (0.060 g, 0.43 mmol) and copper bronze (0.002 
g, 31 nmol) and the mixture heated at 140°C for 12 hours. The solvent 
was removed in vacuo and the crude product purified by flash 
chromatography (silica gel, 7% MeOH/CH-jCla). Recrystallisation from 
30 MeOH/CHjCl >/ CH.1CO2C2H5 afforded the title compound. as a sandy 

coloured solid, 0.037 g (42.5%). l H NMR (360 MHz, DMSO-A?) 5 12.53 (1H. 
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br s), 0.82 (1H. br s). 8.62 (1H. s). 8. 13 (2H, d, J 9.0 Hz). 8.01 (1H. br s). 
7.9G (2H, d. J 9.0 Hz), 7.82 (2H. d, J 9. 1 Hz), 7.43 (2H. d. J 9.0 Hz). 3.60 
(2H, s). 2.34 (6H, s), 2.31 (3H, s); MS (ES-) m/z 402/404 [MH]~, 201 
(fM+2H)/2]~. 

5 

EXAMPLE 64 



2-M-Chlorophenvl)-2.5-dihvdro-7-f4-(imidazol-2'Vl)nhenvl1-6'methvl- 
pvrazolof4.3-clT)vridin-3-one 



10 



a) 2-(4-Chloronhenvl)"2.5-dihvdrn-G-mer.hvl"7-f4-(l- 
(tTimethvlsnvloxvethnxv-mothvl>imidazol-2-vl)t)henvl1pvrazolof4.3- 

r] pvridin-3-ono 

To a solution of JV-(trimethylsilyloxyethoxyme 

15 1 mmoi) in THF (5 ml) at -78°C was added n-butyllithium (1.6 M sol. in 

hexancs; 0.65 ml 1.04 mmol) dropwise with stirring. After 15 minutes the 
reaction was allowed to warm to room temperature. After stirring for 10 
minutes zinc chloride (0.5 M sol. in THF; 2.0 ml. 1.0 mmol) was added in 
one portion and the reaction stirred for 1 hour. To this solution was added 

20 a solution of the product of Example Gib (0.313 g, 0.68 mmol) and 
tetrakis(triphenylphosphine)palladium(0) (0.08 g, 0.07 mmol) in 
iV,iV-dimethylformamide (5 ml) dropwise and then the temperature was 
raised to 50°C with stirring for 10 hours. The solvent was removed in 
vacuo and the crude product was purified by flash chromatography (silica 

25 gel 6% MeOH/CH-iCk). Recrystalhsation from 

MeOH/CHuCyCHaCO-CsHr* afforded the title compound as a yellow solid. 
0.12 g (33.0%). *H NMR (250 MHz, DMSO-cfc) 5 12.56 (1H. br s). 8.64 (1H, 
br s). 8.62 (1H, s). 8.19 (2H. d. J 8.9 Hz), 7.95 (2H, d. J 9-0 Hz). 7.6S (2H, 
d. J 9.0 Hz), 7.56 (1H, s), 7.45 (2H, d. J 8.9 Hz). 7.12 (1H. s). 5.49 (2H. s). 

30 3.65 (2H. t, J 7.8 Hz), 2.35 (3H, s). 0.93 (2H, t, J 7.8 Hz). 0.00 (9H. s): MS 
(ES + ) m/z 532/534 [MH]*. 
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b) 2-(4-ChIoronhenv1)-2.o-dihvdro-744-fimidnzol-2A f I)Dhenvll-6-mef J hvl. 
pvrazolof4.3-clnvridin-3-onc hydrochloride salt. 

The product from Example 64a (0.1 g, 0.10 mmol) was dissolved in 
5 HC1 (5.0 M. 5 ml) and ethanol (10 ml) and the solution warmed to 50°C for 
12 hours. The reaction was allowed Co cool and then adjusted to pH 7 by 
the addition of sodium hydroxide solution. The precipitate was collected 
by filtration washing with water, cold ethanol and diethyl ether. The 
crude product was purified by flash chromatography (silica gel, 6% 

10 MeOH/CH^Ch). The solid obtained was taken up in the minimum amount 
of methanol, diluted with ethyl acetate, and hydrogen chloride was then 
bubbled through the solution. The precipitate was collected by filtration 
washing with ethyl acetate to give the product as a pale yellow solid, 0.56 
g (68.0%). »H NMR (3G0 MHz, DMSO-cte) 5 15.11 (1H. br s). 12.73 (1H. d, J 

15 2.3 Hz), 8.60 (1H. d. J 2.3 Hz), 8.27 (2H, d, J 8.4 Hz), 8.13 (2H f d, J 8.7 

Hz), 7.85 (2H. s). 7.S2 (2H. d, J 8.4 Hz), 7.42 (2H, d. J 8.5 Hz), 2.31 (3H, s): 
MS (ES-) m/r 402/404 [MH]*. 



20 



EXAMPLE 65 

2-a-ChloroohenvlV2.5-dihvdro-6-met^^ 
pv razolof4.3-c1nvridi 



a) 2-(4-ChloroohenvlV2.5-dihvdro-6-methvI-7-f4-(]- 
25 (trimethvIsiIvIoxvethoxv-methvI)-1.2.3-triazol-5-vl)uhenvl1pv razolof4.3- 

clDvridin-3-one 

Following a similar procedure to that described in Example 64a, 
except using l-(trimethylsilyloxyethoxy methyl)- 1,2, 3- triazole instead of 
N-(trimethyisilyloxyethoxymethyl)imidazole the title compound was 
30 prepared as a yellow solid. l H NMR (250 MHz. DMSO-df) 5 12.08 (1H, br 
s). 8.64 (1H. s). S.62 (1H. s). 8.20 (1H. s). 8.19 (2H. d. J 8.2 Hz). 7.92 (2H. 
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d, J 8.4 Hz). 7.G7 f2H. d. -7 8.3 Hz). 7 AH (2H, d, J 8.2 Hz), 5.89 (2H. 5). 3.74 
(2H. t, J 8.1 Hz), 2.35 (3H, s). 0.93 (2H. t, J 8.1 Hz), 0.00 (9H. s); MS i'ES') 
m/z 533/535 [MH]". 

5 b) 2*(4-Chlorophenvl)'2.r>-dihvdro-H-methvl-7-r4'a.2.3-triazol-5-vln)henvIl- 
pvrazolof4.3-r]pvridin-3'One 

Following a similar procedure to that described in Example 64b, 
except using the product from Example 6oa, the title compound was 
prepared as a yellow solid. »H NMR (360 MHz, DMSO-dc) 5 12.49 flH. d. J 
10 6.13 Hz), 8.58 (1H, d, J 6.13 Hz), 8.15 (2H, d, J 8.2 Hz). 7.98 (2H, d. J 8.3 
Hz), 7.62 (2H, d, -7 8.2 Hz), 7.41 (2H. d. -7 8.2 Hz), 2.31 (3H, s); MS (ES*) 
m/z 403/405 [MH]*. 202 [(M+2H)/2]\ Anal, found: C, 61.87; H. 3.57: N. 
20.19. C2iHi.sClNr.O-0.3HaO requires: C, C1.78; H, 3.85; N, 20.59%. 

15 EXAMPLE 66 

2-(4-ChloroDhenvlV2.5-dihvdro-B-methvl-7-f4-(thiazol>2-v nDhenvIl' 

pvrazolof4.3-r]pvridin-3-one 

Following a similar procedure to that described in Example 64a, 

20 except using thiazole instead of N- 

(trimethylsiiyloxyethoxymethyl)iraidazole the title compound was 
prepared as a yellow solid. »H NMR (360 MHz, DMSO-<£s) 5 12.50 (1H. bt* 
s). 8.64 <1H. s). 8.60 (1H, s), 8. 14 (2H. d, J 9.0 Hz), 8.07 (2H f d. J 8.9 Hz). 
7.97 (1H. d, J 3.3 Hz), 7.83 (1H, d, J 3.3 Hz), 7.67 <2H, d, J 8.9 Hz). 7.4 1 

25 (2H, d, J 8.9 Hz). 2.30 (3H, s); MS (ES*) m/z 419/421 [MH] + . 

EXAMPLE 67 

3.{4-ChloroDhenvlV2.5-dihvd 
30 r ]pvridin-3-one 
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The product of Example 61a (0.15 g. 0.33 mmol) in sulfuric acid 
(0.05 M, 8 ml) was heated at 75 3 C for 3 hours. After cooling to room 
temperature the yellow precipitate was collected by filtration, and washed 
with water. The crude product was purified by flash chromatography 
5 (silica gel, 6% MeOH/CH^CL) to give the title product as a yellow solid, 
0.85 g (72.0%). «H NMR (360 MHz, DMSO-d*) 5 12.37 (1H. br s), 9.59 (1H, 
br s), 8.51 (1H, s). 8.14 (2H. d, -7 8.6 Hz), 7.42 (2H, d. J 8.5 Hz), 7.32 (2H, 
d f J 8.6 Hz). 6.87 (2H, d, J 8.9 Hz), 2.26 (3H, s); MS (ES*) m/z 352/354 
[MH]*. 

10 

EXAMPLE 68 



2'(4-ChloroDhcnvIV2.5-dihvdro-7-f4>(3-hvdroxvproT)-l"Vn-l-vnnhenvIl-6- 
methvlpvrazoIof4.3-c|pvridin-3-one 

15 Following a similar procedure to that described in Example 62 

except using propargyl alcohol instead of iV,A r -dimcthylpropargylamine 
the title compound was prepared as a yellow solid. *H NMR (360 MH^ 
DMSO-d*) 5 12.44 (1H, br s). 8.59 (1H, s). 8.13 (2H, d, J 9.0 Hz), 7.54 (4H. 
s), 7.42 (2H. d. J 9.0 Hz). 5.38 (1H, t. J 6.0 Hz). 4.35 (2H, d, J 5.6 Hz). 2:26 

20 <3H, s): MS (ES*) m/z 390/392 [MH]\ 

EXAMPLE 69 

7-f4-(6-Azabenzimida2ol-2-vl)phenvn-2-M-chlorophenvlV2.f)-dihvdro-6- 

25 methvIpvrazolof4.3-c1nvridin-3-one di(hvdrochloride) 

The product of Example 60 was dissolved in dry dimcthylsulfoxide 
(4 ml), and dry triethylamine (2.6 ml) added. To this mixture was added 
slowly with stirring pyridine-sulfur trioxide complex (0.50 g). After 
stirring for an additional 0.5 hours the reaction mixture was purified by 

30 flash chromatography (silica gel, eluent 5% methanol/dichloromethane) to 
yield 0.133 g (97%) of the benzaldehyde (also prepared in Example 56a). 



8NSOOCJO «WO 9**M8W* 1 I . > 



WO 99/48892 



X5 



PCT/CB99/0O8O3 



To the benzaldehyde (0.015 g) and 3,4-diaminopyridine (0.005 g) 
was added dry iV,iV-dimethylformamide (1 ml), and the mixture was 
heated in air at 140°C for 30 hours. After removal of the N,N- 
dimethylformamide at reduced pressure, the residue was purified by 

5 preparative thin layer chromatography (silica gel, eluent 10% 

methanol/dichloromethane). The resulting product was exposed to 
methanolic hydrogen chloride, and evaporated to afford the title 
compound; *H NMR (500 MHz, DMSO-dc) 9-50 (1H, s), 8.63 (2H, m), 8.45 
<2H, m), 8.21 (1H, m), 8.14 (2H, m). 7.85 (2H, m). 7.43 (2H, m), 2.34 (3H, 

10 s); MS (ES*) m/z 453/455 [MH]*. 



EXAMPLE70 



7-(2-Acetvl-2.3.4.9-tGtrahvdro-lf-/-nvridof3.4-fe1indol-6-vlV2-(4* 

15 r hloronhenvlV2.5-dihvdro-6-methvlnvra7o lor4.3-c1pvridin-3-one 

To tin(II) chloride (0.475 g) was added water (0.5 ml), 10 M aqueous 
hydrochloric acid (0.5 ml) and methanol (7 ml). The mixture was cooled to 
-15°C and the product of Example 61a (0.260 g. 0.375 mmol) was added 
slowly portionwise with stirring over 0.25 hours. After stirring for an 

20 additional 0.5 hours, l-acetyl-4-piperidone (0.100 ml) was added, followed 
by pyridine (2 ml), and the mixture was allowed to warm to room 
temperature. On dilution with water (50 ml) the yeUow precipitate was 
recovered by filtration, washed with water, then diethyl ether, and dried 
in vacuo at 50°C. The crude hydrazone thus obtained was dissolved in dry 

25 pyridine (3 ml), and pyridinium tosylate (0.132 g) added. This mixture 
was heated at reflux under nitrogen for 6 days. After removal of the 
pyridine at reduced pressure, the residue was partitioned between 
aqueous NaHCOi and 10% methanol/ dichloromethane. The organic 
extracts were evaporated and the residue was purified by flash 

30 chromatography (silica gel, eluent 6-10% methanol/ dichloromethane) to 
yield the title compound, after crystallisation from hot methanol: >H NMR 
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(360 MHz, DMSO-di;)5 12.43 (lH.br tl). 11.05 (1H. brd). 8.54 (1H, m), 
8.11 (2H, m), 7.52 flH, m), 7.39 (3H. m). 7.15 (1H, m), 4.65 (2H, br d), 3.86 
(1H. m), 3.79 (1H, m), 2.90 (1H. m). 2.79 (1H, m) t 2.26 (3H, s), 1.98 + 1.93 
(3H. rotamers 1:1); MS (ES*) m/z 472/474 [MH]+. 

5 

EXAMPLE 71 

2-( , 4-ChIoronhenvIV7»f2-ethvI-2,3.4.9-totrahvdn)-l//-nvridof3.4-felindol-6- 
Yl)-2.5-dihvdro-6-methvlnvrazolof4.3-c]T)vridin"3-one 

10 By the method of Example 70, reaction with l-ethyl-4-piperidone 

gave the title compound, after crystallisation from hot methanol/ethyl 
acetate; l H NMR (500 MHz, DMSO-d*) 5 12.35 (1H, br), 10.91 (1H, br s). 
8.54 (1H. s), 8.11 (2H, m). 7.40 (4H. m), 7.11 (1H, m), 3.60 (2H, br s), 2.82 
(4H, br s), 2.62 (2H. br s), 2.25 (3H, s). 1.13 (3H t m); MS (ES*) m/z 

15 458/460 [MH] + . 

EXAMPLE 72 

2-M-ChloroDhenvl)-2.5-dihvdro-742-(dimcthvlaminomethvnindoI-n-vl1-6- 
20 methvlpvra2olof4.3-clDvridin-3-one 

a) 7-l r 4-AminO'3-bromophenvI)-2'(4-chloroDhenvl)-2.5-dihvdro-6- 
methvlpvrazoIof4.3-c1nvridin-3-one 

To 7-(4-aminophenyl)-2-(4-chIorophenyI)-2,5-dihydro-6- 

25 methylpyrazolo[4 f 3-c]pyridin-3-one (2.0 g, 5.7 mmol) and solid sodium 
hydrogen carbonate (2.0 g, 23.8 mmol), under nitrogen, was added dry 
N.N-dimethylformamide (20 ml). To the stirred mixture was added 
bromine (0.35 ml, 6.8 mmol) dropwisc. After stirring for an additional 0.7 
hours, ethyl acetate (50 ml) and water (50 ml) was added. The organic 

30 extracts were dried (Na 2 SO t ), evaporated and the residue triturated with 
diethyl ether to afford the title compound as an orange solid (2.2 g. 90%). 
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b) 7-f4-Amino-3^3-dimethvlaminf)nroT)-l-vn-l-vnphenvl1-2-(4- 
chloroDhenvlV2.5-dihvflro-6'methvlnvrnzolori,3-c)T>vridin-3-Qng 

To the product of Example 72a (0.401 g, 0.03 mmol) and coppcr(I) 
5 iodide (0.005 g), under nitrogen, was added dry piperidine (5 ml) and dry 
iV ( /V-dimethylformamide (10 ml), followed by N,N- 
dimethylpropargylamine (0.30 ml), and 

tetrakis(triphenvlphosphine)palladium(0) (0.020 g). The mixture was 
then heated at 100°C for 24 hours. A further portion of 

10 iV,N-dimethylpropargylamine (0.30 ml) was then added and heating 

continued for a further 48 hours. The mixture was then allowed to cool to 
room temperature, the solvent was removed at reduced pressure, and the 
residue was purified by flash chromatography (silica gel, eluent 10% 
methanol/dichloromethane) to yield 0.23 g (70%) of the title compound, 

15 after recrystaJlisation from hot ethyl acetate, as a yellow solid; ! H NMR 
(360 MHz, DMSO-d<?) 5 12.40 (1H, br s), 8.50 (1H, br s), 8.14 (2H, m). 7.42 
(2H, m), 7.35 (1H. m). 7.26 (1H, m), 6.83 (1H. d, J 8.5 Hz), 5.74 (2H. br s). 
4.17 (2H. s), 2.7G (6H. s). 2.27 (3H, s): MS (ES + ) tn/z 432/434 [MH]~. 

20 c) 2-(4-Chlorophenvl)-2.5-dthvdro-6-methvl-7-f4-tritluoroacetamido-3"G- 
dimethvlnminoDrop-l-vn-l-vl)uhenvnnvrazolo[4.3-clnvridin-3-one 

To the product of Example 72b (0.535 g, 1.24 mmol) in dry pyridine 
(10 ml) at 4°C was added trifluoroacetic anhydride (1.0 ml). The mixture 
was then stirred at room temperature for 1 hour. The solvent was 

25 removed at reduced pressure, and the residue was partitioned between 

dichlororaethane and aqueous NaHCO.s. The organic layer was separated, 
evaporated, and the residue purified by flash chromatography (silica gel. 
eluent 10% methanol/dichloromethane) to yield 0.39 g (60%) of the title 
compound. MS (ES*)-m/c 528/530 [MH]\ 

30 
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d) 2-M-Chloronhenvl)-2.5'dihvdro-742-fdimGthvlaminomethvIMndoUn-vI[- 

6- mcthvlnvrazolof4.3-c1pvridin-3-one 

To the product of Example 72c (0.361 g, 0.68 ramol) and coppcr(I) 
iodide (0.361 g), under nitrogen, was added dry A T ,AT-dimethylformamide 
5 (15 ml). The mixture was then heated at 105°C for 2 hours. The mixture 
was then allowed to cool to room temperature, diluted with 10% methanol/ 
dichloromethane (50 ml), filtered, and the filtrate washed with aqueous 
ammonium hydroxide, brine, and then the organic extracts were 
evaporated at reduced pressure. The residue was purified by flash 

10 chromatography (alumina grade III, eluent 5% 

methanol/dichloromethane) to yield 0.206 g (70%) of the title compound, 
after recrystallisation from hot ethyl acetate, as a yellow solid; J H NMR 
(360 MHz, DMSO-CM5 12.38 (1H, br s). 11.13 (1H, brs), 8.53 (1H, s) f 8.12 
(2H. m). 7.55 (1H, br s), 7.40 (3H. m), 7.13 (1H, m), 6.31 (1H, m), 3.57 (2H. 

15 s). 2.26 (3H, s), 2.22 (6H, s): MS (ES*) m/z 432/434 [MH] + . 

EXAMPLE 73 

7- fBen7imidazoI-5-vlV2-f4-chloronhenvl)-2.5-dihvdi-o-6- 
20 mothvlpvra2olof4.3-c1pvridin-3-one 

a) Ethvl 3-(4-acetamidophenvlV4'ChlorO'2-methvl-5-pvridinecarboxvIate 
To a mixture of copper(II) acetylacetone (0.122 g) and ethanol (24 
ml) was added sodium borohydride (0.18 g), followed by the product of 

25 Example 40b (0.508 g, 1.58 mmol). The reaction mixture was warmed 
briefly until homogeneous, and then stirred for 1 hour at room 
temperature. The mixture was then filtered, and the filtrate evaporated 
at reduced pressure. The residue was treated with 20% ethyl acetate in 
dichloromethane, filtered, and evaporated. The residue was dissolved in 

30 dry pyridine (5 ml), cooled to 4°C under nitrogen and acetyl chloride (0.22 
ml) added. The mixture was warmed to room temperature, stirred for 0.25 
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hour, the solvent evaporated ac reduced pressure, and the residue was 
partitioned between dichloromethane and aqueous NaHCOa. The organic 
layer was separated, dried (Na-SO.i), and evaporated, to yield 0.441 g of 
the title compound. MS (ES + ) m/z 333/335 [MH]\ 

5 

b) Ethvl 3^4-acetamLdo-3-nitroohenvn-4-chlorQ"2-methvI-5- 
pvridinecarboxvlnte 

To the product of Example 73a (0.441 g) was added sulfolane (3 ml) 
and dichloromethane (2 ml). The mixture was cooled to 4°C under 

10 nitrogen and nitronium fluoroborate (0.250 g) added. The mixture was 
warmed to room temperature, stirred for 18 hours, then diluted with 
aqueous NaHCO., and extracted with dichloromethane (50 ml), then ethyl 
acetate (50 ml). The combined organic layers wore dried (Na-jSO-i), and 
evaporated, and the residue was purified by flash chromatography (silica 

15 gel, eluent 25% ethyl ace tate/dichlorome thane) to yield. the title 
compound. MS (ES~) m/z 378/380 [MH]-. 

c ) 7>f r 4-Acetamido-3>nitroT)henvl)-2-( f 4-chIoroDhenvl)- 2.5*dihvdro-^- 
methvlpvrazolof4.3-ctovndin-3-one 

20 The product from Example 73b and 4-chlorophenylhydrazine 

hydrochloride (0.35 g) in anhydrous 1-butanol (18 ml) was stirred at reflux 
under nitrogen for 7 hours. The mixture was then allowed to cool to room 
temperature, solvent evaporated, and the residue boiled with ethyl acetate 
(25 ml). The solid was then collected by filtration, and dried in vacuo to 

25 give 0.249 g of the title compound; MS (ES*) m/z 39G/39S [MH] + . 

d) 7-(Benzimidazol'5-vn-2-(4>chlorophenvlV2.5-d ihvdro-G- 
methvlpvrazolof4.3-ch)vridin-3-one 

To the product of Example 73c and coppcr(Il) acetylacetone (0.0225 
30 g) in ethanol (4.5 ml) was added sodium borohydride (0.033 g). The 

reaction mixture was warmed briefly until homogeneous, and then stirred 
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for 1 hour at room temperature. Formic acid (1 ml of 90%) and trimethvl 

* 

orthoformate (5 ml) were added, and stirring continued for a further 1 
hour at room temperature. The mixture was then filtered, and the filtrate 
evaporated at reduced pressure. The residue was treated with 20% 
5 methanol in trimethyl orthoformate (20 ml), and heated at reflux for 18 
hours. The solvent was evaporated at reduced pressure, and the residue 
was chromatographed (alumina grade III. eluent 3%-20% 
methanol/dichloromethane; then silica, eluent 1% NH.tOH/7% 
methanol/dichloromethane) to yield 0.010 g of the title compound, after 
10 recrystallisation from hot 10% methanol/dichloromethane/ ethyl acetate, 
as a yellow solid; l H NMR (500 MHz, DMSO-A;) 5 8.58 (1H, m), 8.42 (1H. 
br s), 8.11 (2H. d ; J 9 Hz), 7.75 (1H, br s), 7.72 (1H, d, J 8 Hz), 7.40 (2H. d ; 
J 9 Hz). 7.35 (1H, m), 2.27 (3H, s); MS (ES + ) m/z 476/478 [MH] + . 

15 EXAMPLE 74 

2-(4-ChlorophenvlV2.5-dihvdro-6-methvI-7-r4-(4-(moroholin-4-vlmethvlV 
1.2.3-tnazoI-5*vnphenvllDvrazoIor4.3'dnvridin-3-one 

20 a) 2'f4-ChloroDhenvl)'7-f4-( f 3-chloroprop-l*vn"l-vl)phenvn-2.5-dihvdro-n' 
methvlpvrazolor4.3-dpvridin-3-one 

To a solution of the product of Example 68 (0.6 g, 1.5 mmol), 2.6- 
lutidine (0.72 ml 6.2 mmol) and lithium chloride (0.262 g, 6.2 mmol) in 
N,N-dimethylformamide (6 ml) at 0°C was added methanesulphonyl 

25 chloride (0.36 ml, 4.6 mmol) dropwise and the solution allowed to warm to 
ambient temperature with stirring for 7 hours. The solvent was removed 
in vacuo and the crude product purified by flash chromatography (silica 
gel, 5% MeOH/CHsCh) to give the product as a yellow solid (0.463 £. 74%). 
m NMR (3G0 MHz, DMSO-d*) 5 12.49 (1H, br s), 8.59 (1H, s). 8.13 (2H, d. 

30 J 9.0 Hz). 7.59 (4H, m). 7.41 (2H, d, J 9.0 Hz). 4.75 (2H, s), 2.26 (3H. s): 
MS (ES-) m/z 40S/410/412 [MH]\ 
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b) 2-(4-Chlorophenvl)-2.5-dihvdro-6-methvI-7-f4-(4-fmoroholin-4-methvI)- 
r2.3-tria2ol-5-vDnhenvnnvrazolof4.3-c1nvridin-3-ono 

To the product of Example 74a (0.2 g, 0.98 mmol) in 
5 dimethylsulphoxide (4 ml) was added sodium azide (0.075 g, 1.15 mmol) 
and the mixture stirred for 4 hours. Morpholine (0.25 ml) was added and 
the temperature raised to 110°C for 8 hours. The solvent was removed in 
vacuo and the crude product recrystallised from 

MeOH/CH-jCl'/CHaCOcC^Hs to give the product as a yellow solid (0.157 g, 
10 63%). l H NMR (360 MHz, DMSO-cfc) 5 8.81 (1H, s). 8.43 (2H, d, J 8.3 Hz), 
8.27 (2H, d, J 8.4 Hz), 7.89 (2H. d. J 8.3 Hz). 7.67 (2H, d, JS.3 Hz), 4.00 
(2H, s), 3.86 (4H, m), 2.73 (4H, m), 2.57 (3H, s); MS (ES*) m/z 503/505 
[MH]\ 

15 EXAMPLE 75 

2^4-ChIorophenvD-2.5-dihvdro-6-methvI-7-r4-(4-(morph olin-4-methvlV 
l 1 2.3-triazol-5-vDDhenvnnvrazolof4.3-cbvridin-3-one 

Following a similar procedure to that described in Example 74 
20 except using 1-methylpiperazine instead of morpholine the title compound 
was prepared as a yellow solid. *H NMR (360 MHz, DMSO-<W 5 8.66 (1H, 
s), 8.33 (2H f d, J 9.35 Hz), 8.18 <2H, d, J 9.4 Hz), 7.77 (2H. d, J 9.4 Hz), 
7.57 (2H, d, J 9-0 Hz), 3.87 (2H, s), 2.63 (4H, m), 2.47 (7H. m). 2.31 (3H, s); 
MS (ES + ) m/z 515/517 [MH]*. 



25 



EXAMPLE 76 



2-(4-ChlorophenvlV2.5-dihvdro-6-methvl-7J4-(2'(p vridin-2-vneth-lA-na- 

ynphenvl1nvra7.olof4.3-cbvridin-3-one 
30 To a degassed solution of the product of Example 61b (0.3 g. 0.65 

mmol), copper iodide (0.001 g) and 2-ethynylpyridine (0.12 ml) in 
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piperidine (5 ml) wa.s added tetrakis(triphenylphosphine)palladium(0) 
(0.008 g. 6.3 jimol) and the solution heated at 80°C for 12 hours. The 
solvent was removed in vacuo and the crude product purified by flash 
chromatography (silica gel. 5% MeOH/CH^Cls) to give a solid which was 
5 recrystallised from McOH/CH 2 CI:;/CH:jCO;>C2Hn to give a yellow solid 
(0.213 g, 75%). 

»H NMR (360 MHz. DMSO-ds) 5 12.52 (1H, d, J 6.2 Hz), 8.61 (1H, d, J 3.1 
Hz), 8.59 (1H, d. J 5.9 Hz), 8. 14 (2H ( d, J 8.9 Hz). 7.90 (1H, m), 7.74 (5H. 
m), 7.41 (3H, m). 2.29 (3H t s); MS (ES*) m/z 437/439 [MH] + . 

0 

EXAMPLE 77 



t 2-(4-ChloroDhgnvn-2.5-dihvdro-6-methvl-7-f4-(2-(nvndin-2' 
Y^ethvDDhenvI1pvrazolor4.3-dpvridin-3-one 

15 To a solution of the product of Example 76 (0. 1 g ( 0.22 mmol) in 

methanol (10 ml) was added palladium on charcoal (0.010 g, 10% Pd) and 
the mixture stirred vigorously under an atmosphere of hydrogen for 5 
hours. The catalyst was filtered off, and the crude product purified by 
prep TLC (silica, 5% MeOH/CHaCh) to give the product as a yellow solid 

20 (0.065 g, 74%). »H NMR (360 MHz, DMSO-cfc) 5 12.43 (lH t br s), 8.53 (2H. 
m), 8.12 (2H, d. J 8.9 Hz), 7.70 (1H, m), 7.37 (7H, m), 7.20 (1H, m), 3.0S 
(4H, m), 2.25 (3H, s): MS (ES*) m/z 441/439 [MH]\ 221/222 [(M+2HY2] \ 
Anal, found: C, 68.02; H, 4.92; N, 12.14. C20H21CIN.1O.H2O requires: C. 
63.04; H, 5.05: N, 12.21%. 



25 



EXAMPLE 78 



2-< f 4.ChlorophcnvIV2.5-dihvdro-6-methvl-7-f4-(l-methvli midazoI'2- 
vnnhenvl1-pvTazolof4.3-clDvridin-3-one 
30 Following a similar procedure to that described in Example 64a. 

except using 1-methylimidazole instead of N- 
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(trimethylsilyloxyethoxymethyl)-imidazole, the title compound was 
prepared as a yellow solid. 'H NMR (3G0 MHz, DMSO-cfc) 5 12.51 (1H. br 
s). 8.59 (1H. s), 8.14 (2H, d. J 8.9 Hz). 7.82 (2H, d, J 8.3 Hz). 7.63 (2H. d. J 
8.3 Hz). 7.41 (2R d, J 8.9 Hz). 7.32 (1H, s). 7.0G (1H, s), 3.83 (3H. s). 2.09 
5 (3H, s); MS (ES + ) m/z 416/418 fMH]*. 

EXAMPLE 79 

2^4Xhloronh^nvl)'2.5-dihvdro-f^methvl-744-n.2.4-triazol"3'Vnnhenvl1- 
10 pvrazoIof4.3-clpvridin-3-one 

a) 2-(4-ChloroDhenvl)-2.5-dihvdro-6-methvI-7-f4-n- 
(trimethvlsilvloxvethoxv-methvIV1.2.4-tria7oI-3-vnnhenvI1nvra7olof4.3- 

c |pvridin-3-one 

15 Following a similar procedure to that described in Example 64a. 

except using l-(trimethylsilyloxyethoxymethyI)-l,2,4-triazoIc instead of /V- 
(trimethylsilyloxyethoxymethyl)imidazole, the title compound was 
prepared as a yellow solid. »H NMR (360 MHz, DMSO-A?) 5 12.5G (1H. br 
s), 8.63 (1H, s) f 8.20 (3H, m). 8.05 (2H. d. J 8.3 Hz). 7.78 (2H, d. J 3.3 Hz). 

20 7.4G (2H, d, J 9-0 Hz), 5.70 (2H, s). 3.77 <2H, t, J 7.8 Hz), 2.35 (3H. s). 0.95 
(2H, t, J 7.8 Hz), 0.00 (9H, s); MS (ES + ) m/z 533/535 [MH] + . 

b) 2>(4-ChlorophenvlV2.5-dihvdn)-6-methvl-7-f4-(l,2,4>triazol-3-vD nhenvll- 

pvrazolof4.3-rlpvridin>3-one 

25 Following a similar procedure to that described in Example 64b. 

except using the product of Example 79a instead of the product of 
Example 64a, the title compound was prepared as a yellow solid. *H NMR 
(3G0 MHz, DMSO-cW 5 14.31 (1H, br s). 12.59 (1H, br s), 8.60 (1H. s), 8.40 
(1H, br s), 8.15 (4H. m), 7.G7 (2H. d, J 8.3 Hz). 7.41 (2H t d, J 9.4 Hz). 2.31 

30 (3H. s); MS <ES*) m/z 403/405 [MH]*. 
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EXAMPLE 80 



2^4-ChIorophQnvlV2.5-dihvdro-6-methvl*7»f4-fl-oxa-8-azaspiro[4.51dec-3- 
en~3-vDphenvl)pvrazolof4.3-c1pvridin-3-one 

5 

a) 7-f4^8-gerg-ButoxvcarbonvM-oxa-8-a2aspirof4.51dec-3-en-3-vl)phenvn" 
2,(4-chlorophQnvlV2.5-dihvdro-6-methvlpvra2olof4.3-c1pvridin-3-one 

To a degassed solution of the product of Example 61b (0.3 g, 0.65 
mmol) and 3-tributylscannyl-l-oxa-8-azaspiro[4.5]dec-3-ene-8-carboxylic 

10 acid tert-butyl ester (0.515 g, 0.98 mmol) in A r ,A r -dimethylformamide (5 
ml) was added cecrakisftriphenylphosphine)palladium(O) (0.037 g, 32 
umol) and the mixture heated at 80°C for IS hours. The solvent was 
removed in vacuo and the crude product purified by flash chromatography 
(silica gel, 5% MeOH/CH-Ch) to give a yellow solid (0.265 g, 71 %). MS 

15 (ES + ) m fz 573/575 [MH]*. 

b) 2.(4-Chloronhenvl)-2.5-dihvdro-6-methvl-7J4-ri-oxa-8 -^7nspiror4.n1dec- 

3-en-3-vl)phenvnnvra7.olor4.3-c1pvrid in-3-one 

To a suspension of the product of Example SOa (0.1 g. 0.17 mmol) in 

20 CH2CI2 (10 ml) at 0°C was added trifluoroacetic acid (2 ml). After stirring 
for 1 hour the solvent was removed in vacuo and the crude product 
purified by prep TLC (silica, 10% MeOH/CH 2 Cl 2 ) to give the product as a 
yellow solid (0.053 g, 74%). »H NMR (360 MHz. DMSO-ck) 5 12.59 (1H, br 
s), 8.60 (2H. br s>, 8.12 <2H, d, J 8.9 Hz), 7.55 (4H, s), 7.41 (2H, d, J 9.0 

25 Hz), 6.64 (1H, s), 5.03 (2H. s), 3.15 (4H, m), 2.27 (3H, s), 1.95 (2H, m). 1-80 
(2H. m); MS (ES*) m/z 403/405 [MH] + . 

EXAMPLE 81 

30 7-Bromo-2^4.rhlorophenvl)-2.5-dihvdro-6'methvlpvrazo1of4 3-r1p vndm-3- 
one 
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a) 3-BroTnn-1.4-dihvfiro-2-methvI-4-Qxo-r>-nvridinecarhoxvlic acid 

To 6-mcthyl-4-(l//)-pyridonc-3-carboxylic acid (prepared according 
to the procedure described in J, Org. Chem., 1972, 37 \ 1145-114S) (10.0 g. 
5 65.4 mraol) and dry pyridine (5.2 ml) in acetic acid (200 ml) at 100°C was 
added bromine (14.6 g. 91.5 mmol) in acetic acid (30 ml) dropwise over 1 
hour. Heating was continued for 2 hours then cooled to room temperature. 
The precipitate which formed on cooling was collected by filtration, and 
washed with methanol to give the product as a cream coloured solid (10.62 
10 g, 70%). 'H NMR (2f>0 MHz, DMSO-cfc) 5 14.75 (1H. br s), 13.45 (1H. br s). 
8.58 (1H. s), 2.53 <3H, s); MS (ES*) m/z 232/234 [MH] + , 214/216 [(M- 
(H 2 0))H]-. 

b) Methvl 3-hromo-4-chloro-2-methvI-5-pvridinecarboxvlate 

15 To the product of Example 81a (13.5 g, 58.1 mmol) was added 

phosphorus oxychloride (150 ml), and the mixture was heated at 60°C for 
3 hours under an atmosphere of dry nitrogen. The volatiles were removed 
in vacuo and the residue was azeotroped with toluene. The residue was 
diluted with CH2CI2 (100 ml), cooled in an ice bath, methanol (15 ml) was 

20 added dropwise and the solution allowed to warm to ambient temperature 
over 1 hour. The residue was cooled in an ice bath, and quenched by 
cautious addition of saturated aqueous NaHCO.-j. The aqueous layer was 
extracted with CH2CI2 (3 x 100 ml), and the combined organic extracts 
were dried (NazSO-i) and evaporated in vacuo to give the product as a 

25 cream coloured solid which was dried under high vacuum at 60°C for 18 

hours (14.8 g. 96%). *H NMR (250 MHz, CDCLi) 5 9.08 (1H, s). 4.18 (3H, s). 
3.12 (3H, s); MS <ES*) m/z 264/266/2G8 [MH]\ 
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c) 7>Bromo-2-(4-chloroi)henvI)-2.5-dihvdro-6-methvlnvra2oIor4.3-c|pvriHin. 
3-one 

Following a similar procedure to that described in Example 49c, 
except using the product of Example 81b instead of the product of 
5 Example 49b, the title compound was prepared as a yellow solid. l H NMR 
(360 MHz, DMSO-cf*) 8 12.77 (1H, br s), 8.60 (1H, s). 8.22 (2H, d, J 9.0 
Hz), 7.96 (2H, d, J 9.0 Hz), 2.43 (3H, s); MS (ES*) m/z 338/340/342 [MH]*. 
Anal, found: G, 46.39; H, 2.49; N, 12.23. CisHoBrCINaO requires: C, 46.12; 
H, 2.68; N, 12.41%. 

10 

EXAMPLE 82 



2-(4-ChlorophenvlV2.5-dihvdro-7-iodo-6-methvlDvrazoIor4.3-c1pvridin-3* 
one 

15 

a) 1.4-Dihvdro>3-iodo-2-methvl-4-oxo-5-nvridinecarboxvlic acid 

To 6-mechyl-4-(lfl)-pyridone-3-carboxylic acid (prepared according 
to the procedure described in J. Org. Chem., 1972. 57, 1145-1148) (10.0 g, 
65.4 mmol) and calcium carbonate (6.55 g, 65.4 mmol) in N,N- 
20 dimethylformamide (100 ml) was added iodine monochloride (21.2 g. 130.8 
mmol) in 

iV,iV-dimethylformamide (20 ml). After 6 hours sodium bisulfite solution 
(30 ml) was added and the solution poured into ice water (500 ml). The 
precipitate was collected by filtration washing with water and methanol to 
25 give a cream coloured solid (15.7 g t 86%). »H NMR (250 MHz. DMSO-do) 5 
15.42 (1H. br s), 13.33 (1H. br s), 8.50 (1H, s). 2.60 (3H. s); MS (ES*) m/z 
280 [MH]*. 

b) Methvl 4-chloro-3-iodo-2-methvI-5-Dvridinecarhoxvlatc 

30 To phosphorus oxychloride (60 ml) at 95°C was added the product of 

Example 82a (5.0 g. 58.1 mmol) in one portion and the mixture was heated 
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at 60°C for 35 minutes under an atmosphere of dry nitrogen. The volatile* 
were removed in vacuo and the residue was azcotroped with toluene. Tho 
residue was diluted with CHaCb (100 ml), cooled in an ice bath, methanol 
(8 ml) was added dropwise and the solution allowed to warm to ambient 
5 temperature over 1 hour. The residue was cooled in an ice bath, and 
quenched by cautious addition of saturated aqueous NaHCOj. The 
aqueous layer was extracted with CH-Cb (3 x 100 ml), and the combined 
organic extracts were dried (Na2SO^) and evaporated. The crude product 
was purified by flash chromatography (silica gel, CH2CI2 followed by 10% 
10 CKiCOiCzti-JCHzCk) to give a cream coloured solid (4.67 g, 84 %>. l H 

NMR (3G0 MHz, CDCLO 5 8.78 (1H, s). 3.9G (3H, s). 2.91 (3H, s); MS (ES*)' 
m/z 312/314 [MH]\ 

c ) 9.(4.Chlorophenvn-2.5-dihvdro-7-iodo-6-methvlpvrazoIor4.3 -c1nvridin-3- 
15 one 

Following a similar procedure to that described in Example 49c, 
except using the product of Example 82b instead of the product of 
Example 49b. the title compound was prepared as a yellow solid. >H NMR 
(360 MHz. DMSO-dfi) 5 12.66 (1H, br s). 8.54 (1H, s). 8.23 (2H, d, J 9.0 
20 Hz), 7.48 (2H, d. J 9.0 Hz), 2.54 (3H, s); MS (ES~) m/z 386/388 [MH]*. 
Anal, found: C, 40.73; H, 2.21; N, 10.66. C13H9CIIN3O requires: C, 40.49; 
H, 2.35; N, 10.90%. 



25 



30 



EXAMPLE 83 

2-(4-ChloronhenvlV2.5-dihvdro-7-(2-ethoxvcarhonvle i-hpnvlV6-methvl- 

pvrazolof4.3-Hnvrid in-3-one 

To a degassed solution of the product of Example 81c (0.15 g, 0.44 
mmol), ethyl acrylate (0.14 ml, 1.3 mmol) and triethylamine (0.19 ml. 1.3 
mmol) in iWdimcthylformamide (4 ml) in an ACE 0 pressure tube was 
added tri-o-tolylphosphine (0.004 g) and palladium acetate (0.001 g). The 
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tube was flushed with nitrogen, sealed and heated at 100°C for 18 hours. 
The solvent was removed in vacuo and the crude product was purified by 
flash chromatography (silica gel 5% MeOH/CH-jCk) to give the product as 
a red solid (0.082 g. 52%). 'H NMR (360 MHz, DMSO-cfc) 5 12.69 (1H, br 
5 s), 8.54 (1H, s). 8.19 (2H, d. J 8.9 Hz), 7.73 (1H, d f J 15.4 Hz). 7.54 (2H, d, 
J 8.0 Hz). 7.49 (1H, d, J 15.4 Hz), 4.23 (2H, q. J 7.1 Hz). 2.57 (3H, s). 1.29 
(3H, t, J 7.1 Hz): MS (ES*) m/z 358/3G0 [MH] + . Anal found: C. 58.72: H, 
4.G7; N. 11.25. CisHifiCINjOs.O.S^O requires: C, 58.94; H. 4.67; N\ 
11.45%. 

10 

EXAMPLE 84 



7-(2-CarboxamidoethenvIV2-(4-chloroT)henvn-2.r)>dihvdro-6- 
methvlnvrazolor4.3-dDvndin-3-one 

15 Ammonia gas was bubbled through a suspension of the product of 

Example 83 (0.06 g, 0.17 mmol) in methanol (5 ml) in an ACE'* pressure 
tube at 0°C for 30 minutes. The tube was then sealed and heated at 
100°C for 48 hours. The solvent was removed in vacuo and the crude 
product was purified by flash chromatography (silica gel. 10% 

20 MeOH/CHuCla) to give the product as an orange solid (0.023 g, 42%). ! H 
NMR (360 MHz. DMSO-cte) 5 12.57 (1R br s), 8.50 (1H, s), 8.38 (2H, d, J 
9.0 Hz), 7.85 (1H, s), 7.64 (1H, d, J 15.4 Hz), 7.57 (1H, d, J 15.4 Hz). 7.46 
(2H, d. J 9.0 Hz), 2.54 (3H. s); MS (ES*) m/z 329/331 [MH]*. 

25 EXAMPLE 85 

2^4-ChloroDhenvn-2.5-dihvdro-6-methvl >7-r2-(Dvridin-4-vnethenvlV 

pvrn7.olof4.3-clDvridin-3-one 

Following a similar procedure to that described in Example 83. 
30 except using 4-vinylpyridme instead of ethyl acrylatc, the title compound 
was prepared as an orange solid. "H NMR (360 MHz. DMSO-cM 5 12.57 
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(1H, br s), 8.59 (2H. cl J 5.4 Hz), 8.49 (1H, s), 8.32 (3H, m), 7.6G (3H. m). 
7.51 (2H, d. J 8.9 Hz), 2.G2 (3H. s); MS (ES + ) m/z 3G3/365 [MH]\ 

EXAMPLE 86 

5 

7,BenzvI-2'f4-rhlQrophenvI)-2.5-dihvdro-6-methvlpvrazolof4.3-clpvridin-3- 
one 

To a degassed solution of the product of Example 82c (0.091 g. 0.24 
mmol) and benzyltributylstannane (0.18 g, 0.47 mmoi) in 

10 N.iV-dimethylformamide (2 ml) was added tetrakis(triphenylphosphme)- 
palladium(O) (0.27 g, 0.02 mmol) and the solution heated at 120° C for 24 
hours. The solvent was removed in vacuo and the crude product was 
purified by flash chromatography (silica gel, 3% MeOH/CHsClj) to give the 
product as a yellow solid (0.029 g, 35%). *H NMR (360 MHz, DMSO-cfc) 5 

15 12.29 (1H, br s), 8.43 (lH, s), 8.25 (2H f d. J 9.0 Hz). 7.47 (2H. d. J 9.0 Hz). 
7.34 (2H, m) ( 7.2G (2H, m), 7.16 (1H, m), 4.04 (2H. s), 2.34 (3H, s); MS 
(ES*)m/z 350/352 [MH]*. 

EXAMPLE 87 

20 

t >. (4.rhloroohenvlV2.5-dihvdro-6-methv l-7-r2-(nvridin-4- 
Ynethvllpvrazolof4,3-c lpvridin-3-one 

Following a similar procedure to that described in Example 77, 
except using the product of Example 85 instead of the product of Example 
25 76, the title compound was prepared as a pale yellow solid. l H NMR (360 
MHz, DMSO-dd 5 12.17 (lH, br s), 8.45 (3H. m), 8.25 (2H, d, J 9.0 Hz), 
7.47 (2H, d, J 9.0 Hz), 7.25 (2H, d, J 5.9 Hz), 2.98 (2H, s), 2.18 (3H, s); MS 
(ES + ) m/z 365/367 [MH]\ 
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EXAMPLE 88 

7-r2-Carhoxamidoethvl)-2'(4'ChloronhonvI)-2.5-dihvdro-6' 
niethvlDvrazoIor4.3-c1pvridin-3-one 
5 To a solution of the product of Example 84 (0.1 g, 0.3 mmol) in 

butanol (S ml) was added platinum oxide (0.01 g, 44 \xmol) and the 
mixture stirred vigorously under an atmosphere of hydrogen for 4 hours. 
The solvent was removed in vacuo and the crude product recystalhsed 
from CH.iCOsCcHV MeOH/CHfeCh to give the product as a yellow solid 
10 (0.061 g, 61%). l H NMR (360 MHz, DMSO-cfc) 8 12.20 (1H, br s), S.44 (1H, 
s). 8.25 (2H. d. J 9.0 Hz), 7.46 (2H. d. J 9.0 Hz), 7.30 (1H, br s), 6.76 (1H, 
br s). 2.86 (2H, t. J 7.3 Hz), 2.47 (2H. t. J 7.3 Hz). 2.37 (3H, s): MS (ES*) 
m/z 331/333 [MH]~. 

15 EXAMPLE 89 

9.M-ChlorophenvlV2.5-dihvdro-6-methvl-7-f2-fpvr idin-2-vnethenvn- 

pvrnzolof4.3-c)nvridin-3-one 

Following a similar procedure to that described in Example 83, 

20 except using 2-vinylpyridine instead of ethyl acrylate, the title compound 
was prepared as an orange/red coloured solid. »H NMR (360 MHz, DMSO- 
ds) 5 12.57 (1H, br s). 8.61 (2H, d, J 5.4 Hz), 8.49 (1H, s), 8.32 (3H. m), 
7.82 (3H. m), 7.63 (1H, d, J 7.8 Hz), 7.53 (2H, d, J 8.9 Hz), 7.28 (lH. m), 
2.60 (3H. s); MS (ES*) m/z 363/365 [MH] + . Anal, found: C, 64.63; H, 3.81; 

25 N, 14.86. CmHisC1N.iO.0.4H 2 O requires: C ( 64.91; H, 4.30; N. 15.14%. 

EXAMPLE 90 

9.f4.ChIoroDhenvIV2.5-dihvdro-7-f3-dime thvlaminooron-1-vnvl)-6-methvI- 
30 pvrazolof4 3-clpvridin-3-one 
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To a degassed solution of the product of Example 82c (0.25 g, 0.64 
mmol) and ATiV-dimethylpropargylamine (0.11 ml, 1.0 mmol) in piperidine 
(4 ml) was added copper(I) iodide (0.0012 g. 6.5 nmol). tri(2- 

furyDphosphine (0.03 g, 0.4 mmol) and 
5 tris(dibenzylideneacctone)dipalladium(0) (0.03 g. 30 |imol), and the 

mixture heated at 100°C for 18 hours. The solvent was removed in vacuo 
and the crude product purified by flash chromatography (silica gel, 5% 
MeOH/CHaCla). Recrystallisation from MeOH/CH-jCla/ CHsCO'CsHs 
afforded the title compound as a yellow/orange solid (0.089 g, 40.3%). l H 
10 NMR (360 MHz, DMSO-cW S 12.53 (1H. br s), 8.52 (lH, s). 8.21 (2H, d, J 
8.9 Hz), 7.47 (2H, d. J 8.9 Hz), 3.66 (2H, s), 2.49 (3H. s). 2.36 (6H. s); MS 
(ES + ) rn/z 341/343 [MH]*. 296/298 [fM-(NMe 2 )}H]-, 



15 



EXAMPLE91 



9-a-rhlQrophenvlV2.5-dihvdro-6-methvl-7-fthien-3- vnnvrazolof4.3- 
c ]pvridin-3-one 

To a degassed solution of the product of Example 81c (0.227 g, 0.8 
mmol), thiophene-3-boronic acid (0.227 g, 1.7 mmol) and water (0.5 ml) in 

20 iV.iV-dimethylformamide (4 ml) in an ACE® pressure tube was added 
tetrakis(triphenylphosphine)palladium(0) (0:02 g, 17 nmol) and the 
mixture heated at 120°C for 18 hours. The reaction was diluted with ethyl 
acetate and the solid which precipitated was collected by filtration, and 
washed with ethyl acetate. Recrystallisation from 

25 MeOH/CH-Ch/CHjCO-jCoHs afforded the title compound as a yellow solid 
(0.234 g, 77%). »H NMR (360 MHz, DMSO-d*) 5 12.44 (1H, br s). 8.56 (1H. 
s). 8.19 <2H. 4 J 9-0 Hz), 7.87 (1H, dd, J 4,7 Hz, J 2.9 Hz), 7.67 <1H. m). 
7.50 (1H, d. J 4.7 Hz), 7.43 <2H, d. J 9.0 Hz). 2.39 (3H, s); MS (ES*) m/z 
341/343 [MH]+; Anal, found: C. 59.65; H, 3.34; N, 12.28. C17H12CIN3OS 

30 requires: C, 59.74; H. 3.54; N. 12.28%. 
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EXAMPLE 92 

2-r4-ChIoroDhenvl)-3.5-dihvdro-6-mothvl'3-oxo-2//'pvra2oIof4.3-dDvridin*>- 
5 7-carboxvIic acid ethvl ester 

Carbon monoxide was bubbled through a suspension of the product 
of Example 82c (0.25 g, 0.65 mmol), triethylamine (0.18 ml, 1.3 mmol), 
sodium carbonate (0.13 g, 1.3 mmol) and dichlorobis(triphenylphosphine)- 
palladium(II) (0.023 g, 32 umol) in ethanol (8 ml) for 30 minutes, then the 

10 reaction was heated at reflux for 18 hours under an atmosphere of carbon 
monoxide. The solvent was removed in vacuo and the crude product 
purified by flash chromatography (silica gel, 5% MeOH/CHaCls) to give the 
title compound as an orange solid (0.182 g, 85%). *H NMR (400 MHz, 
DMSO-dtf) 5 12.53 (1H. br s), 8.56 (1H, s), 8.20 (2H, d, -7 9.0 Hz). 7.47 (2H. 

15 d, J 9-0 Hz). 3.36 (2H, q, J 7.0 Hz). 2.46 (3H. s). 1.35 (3H, t, J 7.0 Hz); MS 
(ES-) m/z 332/334 [MH] + . 

EXAMPLE 93 

20 2'(4-ChlorophenvlV2.5-dihvdro-7-f2-(imidazoI-l-vner.henvI1-6-methvl- 
pvrazoIof4.3-c1ovridin-3-one 

To a degassed solution of the product of Example 81c (0.3 g, 0.8S 
mmol), 1-vinylimidazole (0.24 ml, 2.6 mmol), and triethylamine (0.24 ml. 
2.6 mmol) in AvV-dimethylformamide (4 ml) in an ACE® pressure tube 

25 was added tri(2-furyI)phosphine (0.082 g, 0.35 mmol), 

tris(dibenzylideneacetone)-dipalladium(0) (0.04 g, 44 |imol) and the 
mixture heated at 120°C for 72 hours. The solvent was removed in vacuo 
and the crude product purified by flash chromatography (silica gel. 5% 
MeOH/CHsCl-). Recrystallisation from MeOH/CfoCIa/CHaCO-CaH.-. 

30 afforded the title compound as a yellow solid (0.115 g. 37%). »H NMR (3G0 
MHz, DMSO-do) 5 12.56 (1H, br s), 8.80 (1H, d. J 14.0 Hz). 8.43 (1H. s). 
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5 



8.3G (2H. d, J 9.0 Hz), 8.2G (1H, s), 7.94 <1H, s), 7.48 (2H, d, J 9.0 Hz). 7.12 
(1H, d, J 14.0 Hz), 7.09 (1H, s). 2.57 (3H, s); MS (ES*) m/z 352/354 [MH]*. 

EXAMPLE 94 



2-^-Chlorophenvl)-2.5-dihvdrn*7-ethvl-G-methvlr)vrazolof4.3-c1r)vridin-3- 
one 

Following a similar procedure to that described in Example 86, 
except using the product of Example 81c instead of the product of Example 
10 82c and tetraethyltin instead benzyltributylstannane, the title compound 
was prepared as a yellow solid. l H NMR (360 MHz, CD 3 OD) 5 8.20 (1H, s). 
8.13 <2H, d, J 8.9 Hz), 7.39 (2H, d, J 8.9 Hz), 2.8 (2H, q, J 7.5 Hz). 2.38 
<3H. s), 1.27 (2H, t, J 7.5 Hz); MS (ES-) m/z 2S8/290 [MH]". 

15 EXAMPLE 95 

2-(4-ChlorophenvlV2.5-dihvdrO"7-(2-mGthvluroT3vlV6-meth vlnvrazoIof4.3- 
c |pvridin*3-one 

Zinc dust (0.29 g, 6.0 mmol) and 1,2-dibromoethane (25 ul 0.3 
20 mmol) in A^N-dimethylformamide (2 ml) were heated at 50°C for 20 
minutes. 

l-Iodo-2-methylpropane (0.7 ml 6.1 mmol) was then added and the 
mixture heated at 50°C for 3 hours. The resulting mixture was added in 
one portion to a solution of the product of Example 82c (0.24 g. 0.62 

25 mmol), tri(2-furyI)phosphine (0.06 g, 0.3 mmol) and 

tris(dibenzylideneacetone)-dipalladmm(0) (0.03 g, 33 umol) at 50°C. The 
solution was then heated at 80°C for 15 hours. The solvent was removed 
in vacuo and the crude product purified by flash chromatography (silica 
gel, 5% MeOH/CH 2 Cb). Recrystallisation from CH^Ch/isohcxane afforded 

30 the title compound as a yellow solid (0.038 g, 19%). 'H NMR (360 MHz, 

DMSO-<« 5 12.20 (1H. br s). 8.43 (1H, d, J 6.3 Hz), 8.23 (2H. d. J S.9 Hz). 
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7 AC, (2H. d. J 8.9 Hz), 2.56 (2H. d, J 7.3 Hz). 2.33 (3H, s), 2.18 (1H. m). 
0.93 (GH. d. J 6.6 Hz): MS (ES*) m/z 3 16/3 IS [MH]". 

EXAMPLE 96 

5 

2-C4-ChloroDhenvl)-2.5-dihvdro-6-methvl-7-f2-(t)vridin-2- 
vl)ethvnpvrazolof4.3-clpvridin-3-one 

Following a similar procedure to that described in Example 77, 
except using the product of Example 89 instead of the product of Example 
10 76, the title compound was prepared as a pale yellow solid. 'H NMR. (360 
MHz. DMSO-ck) 5 12.16 (1H, s), 8.51 (1H. m). 8.43 (1H, s), 8.26 (2H. d, J 
9.0 Hz), 7.67 (1H. m). 7.47 (2H. d. J 9.0 Hz). 7.20 (2H, m), 3.07 (4H. m). 
2.16 (3H. s): MS (ES*) m/z 365/367 (MH]*. 

15 EXAMPLE 97 

2-(4-Chloroohenvl')-2.5-dihvdro-6-methvl-7-r2-faipendin-2-vnethvn- 
pvra7olof4.3-c1nvridin-3-one 

The title product was also isolated from the reaction of Example 96 

20 as a yellow solid. >H NMR (360 MHz, DMSO-cW 5 12.16 (1H. s), 8.37 (1H. 
s). 8.2S (2H. d. J 9.0 Hz), 7.44 (2H. d, J 9.0 Hz), 2.95 (1H, d, J 12.3 Hz), 
2.72 (2H. t. J 7.0 Hz). 2.44 (2H, m), 2.32 (3H. s), 1.66 (4H. m), 1.49 (1H. 
m), 1.2S (2H. m). 1.11 (1H, m); MS (ES*) m/z 371/373 [MH]*. Anal, found: 
C. 62.66; H, 6.15: N. 14.54. C 2 oH 2 3ClN.,0.0.75H20 requires: C, 62.49; H. 

25 6.42; N. 14.57%. 

EXAMPLE 98 

2-(4-ChloroDhpn\IV2.. : >-dihvdro-6-methvl-7-r3-(morphol in-4-vnDron-l- 
30 vnvn-Dvrn7.olof4.3-clDvridin-3-one 
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a) 2»(4-ChloroDhenvl)-2.5-dihvdro-7-f3-hvdroxvpron-l»vnvl)-fi-mothv!. 
pvrazolof4,3-clr)vridin-3-onc 

Following a similar procedure to that described in Example Go. 
except using the product of Example 82c instead of the product of Example 
5 61b, the title compound was prepared as a yellow solid. l H NMR (400 

MHz, DMSO-ds) 5 12.61 (1H, br s). 8.52 (1H, s), 8.21 (2H, d. J 8.9 Hzj, 7.47 
(2H, d. J 8.9 Hz), 5.43 (1H, t, J 5.9 Hz), 4.4 1 (2H, d, J 5.7 Hz), 2.48 (3H, s); 
MS (ES-) m/z 314/316 [MH] + . 

10 b) 2-f4-ChIorophenvlV7-f3-chloroproo-l-vnvl)-2.5-dihvdro-6-methvl- 
pvrazoloF4.3-c]T)vridin-3-one 

Following a similar procedure to that described in Example 74a. 
except using the product of Example 98a instead of the product of 
Example 68, the title compound was prepared as a yellow solid, m/z 

15 332/334/336 [MH] + . 

c ) 2-(4-Chlorophenvl)-2.5-dihvdro-6-methvl-7-f3-(mon}holin-4-vl)oron-l- 

ynvH-pvrazolof4.3-c1pvridin-3-one 

To a solution of the product of Example 98b (0.13 g. 0.4 mmol) in 

20 iV.A'-dimethylformamide (2 ml) was added morpholine (1 ml) and the 
solution stirred at ambient temperature for 2 hours. The solvent was 
removed in vacuo and the crude product purified by flash chromatography 
(silica gel, 10% MeOH/CHaCla) to give the title compound as a yellow solid 
(0.056 g, 37%). »H NMR (360 MHz, DMSO-cW 5 12.60 (1H, br s), 8.51 (1H, 

25 s), 8.22 (2H, d, J 9-0 Hz), 7.46 (2H. d. J 9.0 Hz), 3.66 (2H, s), 3.64 (4H. m). 
2.62 (4H. m), 2.48 (3H, s); MS (ES + ) m/z 382/385 [MH] + . Anal, found: C. 
60.32; H. 5.02; N, 13.86. C20HioClR.Oi.lH2O requires: C. 59.93; H. 5.28; 
N, 13.98%. 
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EXAMPLE 99 



2-f4-ChlorophenvlV2.5-dihvdro-7-hvdroxvmethvl-6-methvlpvra2olof4..S- 
c ]pvridin-3-one 

5 To a degassed suspension of the product of Example 82c (1.5 g, 3.9 

mmol) and £e^^butyldirnechylsilyloxymethylt^ibutylstannane (3.4 g, 7.8 
mmol) (prepared by an analogous procedure to that described in Synth. 
Commun., 1994, 24. 1117-1120) in /V.iV'-dimethylformamide (10 ml) was 
added tetrakis(triphenyIphosphine)palladium(0) (0.225 g, 0.38 mmol) and 

10 the mixture heated at 90°C for 96 hours. After cooling to ambient 

temperature the reaction was filtered and the filtrate evaporated to give a 
brown oil. The oil was dissolved in ethanol (20 ml), pyridinium p- 
toluenesulfonate (0.5 g, 2.0 mmol) was added and the mixture was heated 
at 80°C for 14 hours. The solvent was removed in vacuo and the crude 

15 product purified by flash chromatography (silica gel, 5-12% MeOH/CrkCh) 
to give the title compound as a yellow solid (0.563 g, 50%). *H NMR (400 
MHz, DMSO-dtf) 5 12.25 (1H. br s), 8.46 (1H, d. J 4.2 Hz), 8.26 (2H, d, J 
8.9 Hz), 7.46 (2H, d. J 8.9 Hz), 4.99 (1H, t. J 5.3 Hz). 4.60 <2H, d, J 5.4 
Hz). 2.40 (3H. s): MS (ES + ) m/z 290/292 [MH] + . Anal, found: C, 57.93; H. 

20 4.19; N. 14.26. CwHuCiN^O* requires: G, 58.04; H, 4.17; N. 14.50%. 



EXAMPLE 100 



g.(4-ChloroDhenvl)>2.5-dihvdro-6-methvl-7-f2-oxo-3-(1.2,4 -triazoM- 

25 v»proDvlVpvrazolof4.3-c1nvridin-3-one 

Following a similar procedure to that described in Example 90, 
except using 3-(1.2,4-triazoM-yl)prop-l-yne (prepared by an analogous 
procedure to that described in Hetcrocycles, 1994, 3S. 1367-1374) instead 
of N.iV-dimethylpropargylamine, the title compound was prepared as a 

30 yellow solid. »H NMR (360 MHz, DMSO-d*) 5 12.38 (1H, br s). 8.53 (1H. d. 
J L2 Hz). 8.45 (1H, s). 8.26 (2H. d. J 8.9 Hz). 7.99 (1H. s). 7.46 (2H. d. J 
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8.9 Hz), 5.52 (2H. s), 3.99 (2H, s). 2.29 (3H, s); MS (ES + ) m/z 383/335 
[MH]\ Anal, found: C. 56.22; H, 4.06; N. 21.66. CigHi 5 ClN fi 0 2 requires: C. 
56.43: H, 3.95; N, 21.95%. 

5 EXAMPLE 101 

2- M-ChIorophenvI)'2.5-dihvdro-743-(imiriazol'l'VlV2-oxopronvn-6-m^chvl- 
pvrazolof4,3-c]r>vridin-3-one 

Following a similar procedure to that described in Example 90, 
10 except using 3-(imidazol-l-yl)prop-l-yne (prepared by an analogous 

procedure to that described in Heterocycles, 1994, 3S t 1367-1374) instead 
of /^/V-dimethylpropargylamine, the title compound was prepared as a 
yellow solid. *H NMR (400 MHz, DMSO-dr;) 5 12.39 (1H, br s), 8.52 (1H. s), 
8.27 (2H, d. J 8.9 Hz), 7.55 (1H, s), 7.46 (2H, d. J 8.9 Hz), 7.07 (1H, s), 6.90 
15 (1H, s). 5.25 (2H, s), 3.94 (2H, s), 2.29 (3H. s): MS (ES*) m/z 3S2/384 
[MH] T . 

EXAMPLE 102 

20 2-(4-Chlorophonvl)-2.5-dihvdro-6-me 

3- vlmethvnaminomethvllpvrazolof4.3-clpvridin-3-one 

To a solution of the product of Example 99 (0.1 g, 0.34 mmol), at - 
10°C in pyridine (6 ml) was added methanesulfonyl chloride (32 jil, 4.2 
mmol) and the solution stirred for 30 minutes at -10°C then allowed to 

25 warm to room temperature over 2 hours. (2-Methyl-2£M,2.4-triazol-3- 

yDmethylamine (prepared as described in EP-A-0421210) (0.5 g, 4.4 mmol) 
was added and the mixture heated to 60°C for 2 hours. The solvent was 
removed in vacuo and the crude product purified by flash chromatography 
(silica gel 8% MeOH/CftiCh) to give the title compound as a yellow solid 

30 (0.022 g. 16.9%). l H NMR (360 MHz. DMSO-cM 5 12.55 (1H. br s). 8.59 
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(1H, s), 8.27 (2H, d. -7 8.9 Hz), 8.06 (1H, s). 7.49 (2H. d, J 8.9 Hz). 4.47 (1H. 
s), 4.37 (1H. s). 3.84 (3H, s). 2.46 (3H, s): MS (ES*) m/z 384/386 [MH]-. 

EXAMPLE 103 

5 

2-r4-ChIorophenvl')-2.5-dihvdro-7-(3-methoxvcarhonvlpropv1)-6- 

methvlpvrnzolof4.3-cbvridin-3-one 

Following a similar procedure to that described in Example 95, 

except using methyl 4-iodobutyrate instead of l-iodo-2-methylpropanc, the 
10 title compound was prepared as a yellow solid. l H NMR (360 MHz, DMSO- 

ds) 5 12.21 (1H. br s). 8.42 (lH, d, J 6.3 Hz), 8.23 (2H, d, J 8.9 Hz), 7.46 

(2H, d. -73.9 Hz), 3.57 (3H, s). 2.70 (2H. t, J 7.2 Hz). 2.39 (2H, t. -7 7.2 Hz). 

2.33 (3H. s). 1.90 (2H, t, J 7.2 Hz); MS (ES*) m/z 360/362 [MH]-. Anal. 

found: C. 59.64; H, 4.82: N, 11.30. CisHihCIN.sO.i.O.I H 2 0 requires: C, 
15 59.79; H. 5.07; N, 11.62%. 



EXAMPLE 104 



7-f3-Carboxamidooronvn-2-(4-chlorophenvl)-2.5-dihvdro-6-methvl- 

20 pvrazolof4.3-dpvridin-3-one 

Following a similar procedure to that described in Example 84, 
except using the product of Example 103 instead of the product of 
Example 83, the title compound was prepared as a yellow solid. 'H NMR 
(360 MHz, DMSO-cfc) 5 12.23 (1H, br s), 8.45 (1H, d, J 6.3 Hz). 8.24 (2H. d. 

25 J 9.0 Hz), 7.46 (2H. d, J 9.0 Hz). 7.27 (1H, s), 6.74 (1H, s). 2.67 (2H, t, J 

7.2 Hz). 2.34 (3H, s). 2.13 (2H. t, J 7.2 Hz), 1.85 (2H, t, J 7.2 Hz); MS (ES*) 
m/z 345/347 [MH]*. Anal, found: C, 55.86; H, 5.08; N, 15.20. 
CitHitCIN-.O-j.I.IS H;;0 requires: C, 55.86; H, 5.32; N, 15.33%. 
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EXAMPLE 105 

?-(3-Ben20vlQx\T3ropvlV2-(4-chlorophenvn-2.5-dihvdro-6- 
methvIpvrazolof4.3-cfovridin-3-one 
5 Following a similar procedure to that described in Example 95, 

except using 3-iodopropyl benzoate instead of l-iodo-2-methylpropane, the 
title compound was prepared as a yellow solid. l H NMR (360 MHz, DMSO- 
de) 5 12.22 (Ifi br s), 8.43 (1H, d, J 6.3 Hz), 8.20 (2H, d, J 8.9 Hz), 7.95 
(2H, d, J 8.9 Hz), 7.68 (1H, m), 7.55 (2H, m). 7.37 (2H, d, J 8.9 Hz), 3.57 
10 (3H, s), 4.33 (2H. t. -7 7.2 Hz), 2.8G (2H, t. -7 7.2 Hz), 2.35 (3H, s), 2.11 (2H. 
t, J 7.2 Hz); MS (ES*) m/= 422/424. 

EXAMPLE 106 

15 2^4*ChlorophGnvlV2.5-dihvdro-6-methvl-7J3-(3-methvl- 1.2.4.oxadiazol-5- 
YnpronvI1nvrnzoIof4.3-c] pvridin-3-one 

To a stirred suspension of ethanol (20 ml) and molecular sieves (4 A, 
5 g) was added sodium (0.18 g, 7.8 mmol); the mixture was warmed to 
reflux then allowed to cool to room temperature. To this mixture was 

20 added acetamide oxime (0.6 g, 8.0 mmol) followed after ten minutes by the 
product of Example 103 (0.250 g, 0.7 mmol) and the mixture heated at 
80°C for 2 hours. The reaction was filtered and the solvent evaporated 
from the filtrate in vacuo. The crude product was purified by flash 
chromatography (silica gel, 6% MeOH/CHaCfe) to give the title compound 

25 as a yellow solid. Recrystallisation from MeOH/CHaCWEtOAc afforded 
the title compound as a yellow solid (0.169 g, 63.6%). 'H NMR (360 MHz. 
DMSO-ds) 5 12.21 (1H, br s). 8.44 (1H. d. J G.3 Hz), 8.23 (2H, d, J 8.9 Hz). 
7.46 (2H, d, J 8.9 Hz), 2.96 (2H, t, J 7.2 Hz), 2.77 (2H, t, J 7.2 Hz), 2.33 
(3H. s). 2.30 (3H. s), 2.12 (2H, t, J 7.2 Hz); MS (ES*) m/z 384/386 [MH]\ 

30 Anal, found: C, 59.24; H, 4.44; N, 17.88. CiiiH.HClNr.Oa requires: C, 59.45; 
H, 4.73; N, 18.25%. 
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EXAMPLE 107 



2-M-Chlorophenvl)-7-f3-cvanoDronvl)-2.5-dihvdro-6-methvlnvr«'i7.olof4.3- 
5 c]pvridin-3-one 

Following a similar procedure to that described in Example 95, 
except using 4-iodobutyronitrile instead of l-iodo-2-methyipropane, the 
title compound was prepared as a yellow solid. *H NMR (360 MHz. DMSO- 
da) 5 12.24 (1H, br s), 8.46 (1H, d. J 6.3 Hz), 8.26 (2H, d T J 8.9 Hz), 7.47 
10 <2H. d. J 8.9 Hz), 2.77 (2H. t t J 7.2 Hz), 2.53 (2H, t, J 7.2 Hz), 2.36 (3H, s). 
1.96 (2H. t. J 7.2 Hz): MS (ES+) m/z 327/329 [MH] + . 



EXAMPLE 108 



15 2-(4-Chiorophenvl)-2.5-dihvdro-6-methvl-7-(pvridin-3-vl)pvrazolof4.3- 
c jpvridin-3-one 

Following a similar procedure to that described in Example 86, 
except using 3-pyridyltributylstannanc instead of benzyltributylstannane, 
the title compound was prepared as a yellow solid. ! H NMR (360 MHz. 
20 DMSO-do) 5 12.54 (1H, br s), 8.76 (1H, d, J 1.9 Hz), 8.60 (2H. m). 8.13 (2H t 
d, J 9.0 Hz), 7.98 (1H, m), 7.55 (1H, m), 7.42 (2H, d, J 9.0 Hz), 2.2S (3H, s); 
MS (ES-) m/z 337/339 [MH] + . 



EXAMPLE 109 

25 

2-(4-ChlorophenvlV2.5-dihvdro-7-f3-(lfrimidazol-2-vl)prop vl1-6-methvl- 

pvrflzolof4.3-g]pvridin-3-one 

To a solution of the product of Example 107 (0.131 g. 0.4 ramol) and 
arainoacetaldehyde dimethylacetal (43 \A, 0.4 mmol) in DMSO (1 ml) was 
30 added copper© chloride (0.04 g, 0.4 mmol) and the mixture heated at 

100°C for 120 hours. The solvent was removed in vacuo and the residue 
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suspended in formic acid f 10 ml) and heated at 70°C for 18 hours. The 
reaction was filtered and the solvent evaporated from the filtrate iti vacuo. 
The crude product was purified by flash chromatography (silica gel, 6-10% 
MeOH/ CHiCl-j) to give the title compound as a yellow solid (0.012 g, 
5 8.1%). *H NMR (360 MHz, CD3OD) 5 8.34 (1H, s), 8.02 (2H, d, J 8.7 Hz), 
7.42 (2H. d, J 8.7 Hz), 7.11 (2H, br s). 2.99 (2H, br s). 2.80 (2H. br s). 2.40 
(3H, s), 2.05 (2H. br s); MS (ES + ) m/z 368/370 [MH]\ 



EXAMPLE 110 

10 

2-M-ChloronhonvlV2.n-dihvdro-7-f3-hvdroxvnroT)vl)-fi-mGthvlpvrazolof4.3- 
c ]pvridin-3-one 

To a solution of sodium hydroxide (0.075 g, 1.8S mmol) in methanol 
(10 ml) was added the product of Example 105 (0.1 g. 0.42 mmol) and the 

15 mixture stirred for 18 hours. The solvent was evaporated in vacuo and the 
residue taken up in water and adjusted to pH 6 with IN HCl. The yellow 
precipitate was extracted into 10% methanol/CHjCh and the organic 
phase separated, dried, filtered and evaporated to give a yellow solid. 
Recrystallisation from MeOH/CHaCla/EtOAc afforded the title compound 

20 as a yellow solid (0.082 g. 60.5%). *H NMR (360 MHz, DMSO-ck) 5 12.22 
(1H, br s), 8.44 (1H, s), 8.23 (2H, d, J 8.9 Hz), 7.46 (2H, d, J 8.9 Hz), 4.54 
(1H, t, J 5.3 Hz). 3.44 (2H, dt, J 5.5, J 6.2 Hz), 2.71 (2H, t, J 7.2 Hz), 2.35 
(3H, s). 1.78 (2H, t, J 7.2 Hz); MS (ES + ) m/z 318/320 [MH]\ 
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CLAIMS: 

1. A compound of formula L or a salt or prodrug thereof: 

R 1 




wherein 

R 1 represents aryl or heteroaryl, either of which groups may be 
optionally substituted; 
10 R- represents halogen; or Cj-g alkyl, Czs alkenyl, C2-G alkynyl, C3-7 

cycloalkyl, aryl, aryl(Ci.c)alkyI, C3.7 heterocycloalkyl, heteroaryl, 
heteroaryUCi-rOalkyl, C*g alkoxycarbonyl, Ci-g alkylaminocarbonyl or 
heteroarylaminocarbonyl, any of which groups may be optionally 
substituted: and 

15 R 3 represents hydrogen, Ci-g alkyl or trifluoromethyl. 

2. A compound as claimed in claim 1 represented by formula II, 
and salts and prodrugs thereof: 




20 <»> 
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wherein 

R 3 is as defined in claim 1; 

X and Y independently represent CH or nitrogen; 
R 10 represents hydrogen, Ci-r, alkyl, Ci-g alkoxy, Ci-r, alkylsulphonyl, 
5 C2-G alkylcarbonyl, halogen, cyano or trifluoromethyi; and 

R-o represents hydroxy (Ci-G)alky I, aryl(Ci-n)alkylamino(Ci-n)alkyU 
heteroaryl(Ci.G)alkylamino(Ci-G)alkyl, hydroxy (Ci.«)alkynyl, 
di(Ci-6)alkyIamino(C2-r.)alkynyl t C3.7 heterocycloalkyl, 
oxo(C3-7)heterocycloalkyl, Ci-g alkyl(C*7)heterocycloalkyl. C2G 
10 alkoxycarbonyl(C3-7) heterocycloalkyl, Cx: heterocycloalkyl(CY<;)alkyl, C;*.t 
heterocycloalkylcarbonyl, Ci.g aIkyl(C;;-7)heterocycloalkylcarbonyl > 
spiroheterocyclyl hcteroaryl. Ci.r. alkyiheteroaryl. C::-7 heterocycloalkyl- 
(Ci-r.)alkylheteroaryl, Ci-g alkyl(C;j.7)heterocycloalkyl(Ci-G)alkylheteroaryl, 
heteroaryl(Ci.c)alkyl, heteroaryI(C2 G)alkynyl, hydroxy, Ci-calkoxy, amino, 
15 di(Ci-6)alkylamino, C> g alkylcarbonylamino, Ci-c alkylsulphonylamino, 
C3.7 cycIoalkyl(Ci-G)alkylammo, di[(C.vr)cycloalkyl(Ci.G)alkyl]amino, 
heteroaryI(Ci-c)alkylamino, Ci-g alkylaminocarbonylamino, 
amino(Ci-G)alkylcarbonylamino, Ca-r. alkoxycarbonylamino- 
(Ci-G)alkylcarbonylamino, Ci-g alkoxycarbonyl, aminocarbonyl, halogen. 
20 cvano or nitro. 

3. A compound as claimed in claim 1 or claim 2 wherein R 3 
represents hydrogen, methyl or ethyl. 

25 4. A compound as claimed in claim 2 or claim 3 wherein R 10 

represents hydrogen, methyl, mcthoxy, fluoro or chloro. 

5. A compound as claimed in any one of claims 2 to 4 wherein 
R-° represents hydroxymethyl, benzylaminomethyl, 
30 pyridinylmethylaminomethyl, hydroxypropynyl, dimethylaminopropynyl, 
piperazinyl, morpholinyl, pyrrolidmonyl, methyl-piperazinyl. tert- 
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butoxvcarbonyl-piperazinyl, pyrrolidinylme 

methyl-pipcrazinylcarbonyl, l-oxa-8-azaspiro[4.5]dec-3-en-3-yl, pyridinyl. 
thienyl. thiazolyl imidazolyl, azabenzimidazolyl. oxadiazolyl, triazolyl. 
methylimidazolyL morpholinylmethyl- triazolyl, methylpiperazinylmethyl- 
5 triazolyl, pyridinylethyl, pyridinylethynyl, hydroxy, raethoxy, amino. 

dimethylamino. acecylamino, methylsulphonylamino, cyclopropylmethyl- 
amino. di(cyclopropyImethyl)amino, pyridinylmethylamino, 
ethylaminocarbonylamino, 2-amino-2-niethyIpropionamido, tert- 
butoxvcarbonylarainomethyl-carhonylamino, methoxycarbonyl, 
10 aminocarbonyl. chloro, iodo, cyano or nitro. 

6. A compound selected from: 
2,5-dihydro-2.7-diphenylpyrazolo[4,3-c]pyridin-3-one; 
2 f 5-dihydro-2-phenyl-7-propylpyrazolo[4.3-c]pyridin-3-one; 
15 2,5-dihydro-2-(4-methoxyphenyl)-7-propylpyrazolo[4.3-c]pyridin-3-one: 
2-(4-chlorophenyl)-2,5-dihydro-7-propylp\Tazolo[4,3-c]pyridin-3-one: 
7-benzvl-2-(4-chlorophenyl)-2,5-dihydropyrazolo[4,3-c]pyridin-3-one: 
7-benzvl-2.5-dihvdro-2-(4-mcthoxyphenyl)pyrazolo[4,3-c]pyridin-3-one: 
3 f 5-dihydro-3-oxo-2-phenyl-2H-pyrazolo[4.3-c]pyridine-7-carboxylic acid 

20 propylamide; 

3,5-dihydro-3-oxo-2-phenyl-2H-pyrazolo[4.3-c]pyridine-7-carboxylic acid 

thiazol-2-ylamide; 

2- (4-chlorophcnyl)-2,5-dihydro-6-methyl-7-phenylpyrazolo[4 t 3<lpy 
one; 

25 2,5-dihydro-2-(4-raethox}T)hcnyO 

3- o ne; 

2 I 5-dihydro-6-mcthyI-2J-diphenylpyrazolo[4.3-c]pyridin-3-one; 
2,5-dihydn>6-mcthyl-2-(4-methylphcny 

3-one; 

30 2-(4-fluorophenyl)-2.5-dihydn»-6-methyl-7.phLMiylpyrazolo[^ 
one; 
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G-ethyl-2.5-dihydro-2-(4-niLa^ 
one; 

(>-ethyl-2,5-dihydro-2 ,7-diphonylpyrazolo[4,3-c]pyridin-3-one; 
2.5-dihydro-2J*bis(4-mcnhoxyphenyl)-G-methylpyrazolo[4 ; 3-c]pyridin-3- 
5 one; 

2-(4-chlorophenyl)-2,5-dihydro-7-(4-mcthoxyphenyl)-6-methyl- 
py razolo [4, 3-c]pyridin-3-onc ; 

2J-bis(4-chlorophenyl)-2 T 5-dihydro-6-methylpyrazolo[4,3-c]pyridin-3-one: 
2-(4-chlorophenyI)-2 T 5-dihydro-7-(3-methoxyphcnyl)-6-methyI- 
10 pyrazolo[4,3-c]pyridin-3-one; 

2-(4-chlorophenyl)-2,5-dihydro-7-(2-methoxyphcnyl)-6-methyI- 
pyrazolo[4,3-c]pyridin-3-one; 

2-(4-chlorophenyI)-2,5-dihydro-G-mechyl-7-(thiophen-2-yl)pyrazolo[4.3- 
c]pyridin-3-one; 

15 2-(4-chlorophenyl)-2.5-dihydn>7^*3-iodophcnyl)-G-methylpyrazoIo[4,3- 
c]pyridin-3-one; 

2-(4-chlorophenyl)-2,5-dihydro-6-methyl-7-[3-(pyridin-3-yl)phenyl]- 
pyvazolo[4,3-c]pyridin-3-ono; 

2-(4-chlorophcnyl)-2 f 5-dihydro-6-methyl-7-[3-(thiophcn-2-yl)phenylJ- 

20 pyrazolo[4,3-c]pyridin-3-one; 

2-(4-chlorophenyl)-2,5-dihydro-6-methyl-7-[3-(3-methyl-l,2,4-oxadiazol-5- 

yl)phenyl]pyrazolo[4,3-c]pyridin-3-one; 
2-(4-chlorophenyl)-2,5-dihydro-6-mcthyl-7-[3-(pyrrolidin-l* 
ylcarbonyl)phenyl]pyrazolo[4 > 3-c]pyndin-3-one; 
25 2-(4-chlorophenyl)-2,5-dihydro-6-mcthyl-7-[3-(4-methylpipera2in-l- 
yIcarbonyl)phenyl]pyrazolo(4.3-cjpyridm-3-one; 
2-(4-chlorophenyl)-2 f 5-dihydro-6-mothyl-7-[3-(imidazol-l-yI)phcnyI]- 

pyrazo!o[4,3-c]pyridin-3-onc; 

2-(4-chlorophenyl)-2.5-dihy(Iro-6-methyl-7-[4-(pyridin-3-yI)phenyl]- 
30 pyrazolo[4,3-c]pyridin-3-one; 
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2-(4-chlorophenyl)-2,r)-dthydro-6-methyl-7-f4-(morpholin-4-yl)pheny 
pyrazolo[4,3-c]pyridin-3-onc; 

2-(4-chlorophcnyl)-2.5-dihydro-G-methyl-7-[3-nitrophenyI]pyrazolo[4,3- 
c]pyridin-3-one; 
5 7-(3-ammophcnyl)-2-(4-chlomphenyl)-^^ 
c]pyridin-3-one; 

2-(4-chlorophenyl)-2.5-dihydro-6-methyl-7-[3-(3- 

pyridylmethylamino)phenyljpyra2olo[4,3-c]pyridin-3-one; 

2-(4-chlorophonyl)-2.5-dihydro-6-mcthyl-7-[3-(dimethyIamino)phenyl]- 

10 pyrazolo[4.3-cjpyridin-3-one; 

/V-{3-[2-(4-chlorophenyI)-3.5-dihyd™^ 

c]pyridin-7-yI]phenyl!methanesuIphonamido; 

2-(4-chlorophcnyl)-2.5-dihydro-6-methyl-7-[3-(4//-1.2,4-triazol-4- 

yl)phenyI]pyrazolo[4.3-c]pyridin-3-one; 
15 iV-{3-[2-(4-chlorophenyl)-3 i 5-dihydro-6-methyI-3-oxo-2//-pyrazolo[4 i 3- 

c]pyridin-7-yI]phenyl!-iV-(ethyl)urea; 

2-(4-chlorophcnyl)-2.5-dihydro-6-methyl-7-[3-(4-methylpiperazin-l- 
yl)phenyl]pyrazolo[4.3-c]pyridin-3-one; 

2,5-dihvdro-2-phenyI-7-(4-pyridyI)pyrazolo[4.3-c]pyridin-3-one; 
20 7-(4-aminophenyl)-2-(4-chlorophenyI)-2,5-dihydro-6-methylpyrazolo[4.3- 

c]pyridin-3-one; 

7-(4-acecamidophenyl)-2-(4-chlorophenyl)-2.5-dihydro-6-methyl- 
pyrazolo[4,3-c]pyridin-3-one; 

7-(4-(4-(icrr-bu:nxycarbonyl)piperazin-l-yl)phcnyl]-2-(4-chlorophenyl)-2,n 

25 dihydro-6-methylpyrazolo[4,3-c]pyridin-3-onc; 
2-(4-chIorophenyl)-2.5-dihydro-6-met^^^^ 
pyrazolo[4,3-c]pyridin-3-one; 

2-(4-chlorophenyI)-2.5-dihydro-6-methyI-7-[4-(pyrrolidin-2-on-l- 

yI)phenyl]pyrazolo[4.3-c]pyridin-3-one; 
30 7-[4-(2-amino-2-methyIpropionamido)phcnyl]-2-(4-chlorophenyI)-2.5- 

dihydro-6-mcthylpyrazolo[4,3-c]pyridin-3-onc; 
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2-(4<hlorophenyl)-2,5-dihydro-^ 
yl)phcnyl]pyrazolo[4,3-c]pyndin-3-one; 
7-(4-(/VWe^butoxycarbonylglycinamido)^^ 
dihydro-G-mcthylpyrazolo[4.3-c]pyridin-3-one; 
5 2-(4-chlorophenyl)-2,5-dihydro-6-methyl-7-[4-(1.2 t 4-tria2ol-4-yl)phenyl]- 
pyrazolo[4,3-c]pyridin-3-one; 
and salts and prodrugs thereof. 

7. A compound selected from: 
10 2-(4-chlorophenyl)-7-(4-cyanophcnyI)-2 ( 5-dihydro-6-methy]p>Tazolo[4.3- 
c]pyridm-3-one; 

7-(3<:yanophenyl)-2-(4-chlorophenyl)-2.rj-dihydro-6-methylpyraz()lo(4,3- 
c]pyridin-3-one; 

2-(4-chlorophenyl)-2 t 5-dihydro-6-methyl-7-[4-(pyridin-2-ylmethyIamino)- 

15 phenyl]pyrazolo[4,3-c]pyridin-3-one; 

2-(4-chlorophenyl)-7-[4-(N,A r -di(cyclopropylmethyl)amino)phenyl]-2,5- 

dihydro-6-methylpyrazolo[4 f 3-c]pyridin-3-one; 

2-(4-chlorophenyl)-7-[4-(N-cyclopropylmethylamino)phenyl]-2,5-dihydro 

methylpyrazolo[4,3-<:]pyridin-3-one; 
20 7-(4-carboxamidophenyl)-2-(4-chlorophenyl)-2,5-dihydro-6-methyl- 
pyrazolo[4.3-c]pyridin-3-one; 

2^4-chlorophenyl)-2 t 5-dihydro-7-(3-methoxycarbonylphenyl)-6-methyl- 
pyrazolo[4,3-c]pyridin-3-one; 

2-(4-chIorophenyl)-2.5-dihydro-6-methyI-7-[3-(pyridin-2- 
25 ylmethylaminomethyl)phenyl]pyrazolo[4,3-c]pyridin-3-one; 

2-(4-chIorophenyI)-2,5-dihydro-6-methyl-7-[4-(pyridin-2- 

vlmethvIaminomethyl)phenyl]pyrazoIo[4.3-c]pyridin-3-one; 

7-[4-(benzyIaminomethyl)ph 

pyrazolo[4,3-c]pyridin-3-one; 
30 7-(3-carboxamidophenyl)-2-(4-chlorophenyl)-2,5-dihydro-6-methyl- 

pyrazolo[4,3-c]pyridin-3-one; 
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2-(4-chlorophenyl)-2.">-dihydrn-G-methyl-7-[4-(pyrrolidin-l- 
ylmethyl)phcnyl]-pyra2olo[4,3-c]pyridin-3-one; 
2-(4-chlorophenylV2.5-dihydnj-7-[4-(hydroxy 
pyrazolo[4 t 3-c]pyridin-3-one; 

5 2-{4-chlorophenyl)-2,5-dihydro-7-(4-iodophenyl)-6-methylpyrazolo[4.3- 
c]pyridin-3-one; 

2-(4-chlorophenyl)-2.5-dihydro-6-methyl-7-[4-(3-dimethylaminoprop-l^vn* 

1- yI)phenyl]pyrazolo[4,3-c]pyridin-3-one; 

2- (4-chlorophenyl)-2.5-dihydro-7-[4-(im 
10 pyrazolo[4,3-c]pyridin-3-onc; 

2-(4-chlorophenyl)-2.5-dihydro-7-[4-(imidazoI-2-yl)phenyl]-6-rnethyl- 
pyrazolo[4 ; 3-c]pyridin-3-onc; 
2-(4-chlorophenyl)-2.5-dihydro-6-met^ 
pyrazoIo[4.3-c]pyridin-3-one; 
15 2-(4-chlorophenyl)-2.5-dihydro-6-methyl-7-[4-(thiazol-2-yl)phenyl]- 
pyrazolo[4,3-c]pyridin-3-one; 

2-(4-chlorophenyl)-2.5-dihydro-7-(4-hydroxyphenyl)-6-methylpyrazolo[4,3- 
c]pyridin-3-one; 

2-(4-chlorophenyiV2.5-dihydix>-7-[4-(3-^ 
20 methylpyrazolo[4,3-c]pyridin-3-one; 

7-[4-(6-azabenziniidazol-2-yl)phenyl]-2-(4-chlorophenyl)-2,5-dihydro-6- 
methylpyrazolo[4.3-c]pyridin-3-one; 

7-(2-acetyl*2.3.4.9-tecrahydro-lH-pyrido[3 ( 4-6]indol-6-yl)-2-(4- 

chlorophenylV2,5-dihydro-6-methylpyrazolo[4,3-c]pyridin-3-one; 
25 2-(4-chlorophenyl)-7-(2-ethyl-2,3,^^ 

yI)-2,5-dihydro-6-methylpyrazolo[4,3-c]pyridin-3-one; 

2-(4-chlorophenyl)-2.5-dihydro-7-[2-(dim 

mcthylpyrazoIo(4.3-c]pyridin-3-one; 

7-(benzimidazol-5^vl)-2-(4-chloropheny^^^ 
30 c]pyridin-3-one; 
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2-(4-chlorophtMiy^^5-^ 

1.2 f 3-tria2ol-5-yl)phenyIJpyrazoIo[4.3-c]pyridin-3-one; 
2-(4-chlon)pheny^2.5-dihydro-6-methyI^^ 

l,2,3-triazol-5-yljphenylIpyra2olo(4,3-c]i)yridin*3-one; 
5 2-(4-chlorophenylh2,5-dihydro-6-methyl-7-(4-(2-(pyridin-2-yl)eth-l^ 
yI)phenyl]pyrazolo[4.3-c]pyridin-3-one; 
2-(4-chlorophenyI)-2.5-dihyd^ 
yl)ethyl)phenyi]pyrazolo[4,3-c]pyridin-3-one: 

2-(4-chloropheny!)-2.5-dihydro-6-methyl-7-[4-(l-methylimidazoI-2- 
10 yl)phenyl]-pyrazolo[4.3-c]pyridin-3-one; 
2-(4-chlorophenyl)-2/)-dihydro-6-m^ 
pyrazolo[4.3-c]pyridin-3-one: 

2-(4-chlorophenyl)-2.o-dlhydro-6-methy^7-[4-(l-oxa-8-azaspiro[4.5]dcc•;^ 

en-3-yl)phcnyl]pyrazoIo[4,3-c]pyridin-3-one; 
15 7-bromo-2-(4-chIorophenyI)-2 f 5-dihydro-6-racthylpyrazolo[4,3-c]pyridin-3- 

onc; 

2-(4-chlorophenyl)-2.5-dihydro-7-iodo-6-methylpyrazolo[4 f 3-c]pyridin-3- 
one; 

2-(4-chlorophcnyl)-2.5-dihydro-7-(2-ethoxycarbonylethenyl)-6-methy 

20 pyrazolof4.3-c]pyridin-3-one; 

7-(2-carboxamidoethenyl)-2-(4-chlorophcnyl)-2,5-dihydro-6- 

methylpyrazolo[4,3-c]pyridin-3-one; 

2-(4-chlorophenyl)-2.5-dihydro-6-methyI-7-[2-(pyridiri-4-yl)ethen^ 

pyrazolo[4 f 3-c]pyridin-3-one; 
25 7.benzyI-2-(4-chlorophenyl)-2.5-dihydro-B-methyIpyrazolo[4 T 3-c]pyndin-3- 

one; 

2-(4-chlorophenyl)-2,5-dihydro-6-mcthyl-7-[2-{pyridin-4- 

yl)ethyI]pyrazolo[4.3-c]pyridin-3-onc; 
7-(2-carboxamidocthyl)-2-(4-chlorophenyl)-2,5-dihydro-6- 

30 mothylpyrazoIo[4.3-cJpyridin-3-onc; 
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2-(4<hlorophenyl>-2.5-dihydrn-6-me^ 
pyrazolo[4,3-c]pyridxn-3-onc; 
2-(4-chlorophenyl)-2.5-dihydn>7-(3-dim 
pyrazolo[4,3-c]pyridin-3-one; 
5 v-(4-chlorophenyl)-2.5-dihydro-6-methyl-7-(thien-3-yl)pyrazolo[4,3- 
c]pyridin-3-one; 

2-(4-chIorophenyl)-3,5-dihydro-6-mc^ 
7-carboxylic acid ethyl ester; 
2-(4-chlorophenyl)-2.5-dihydro-7-^ 
10 pyrazolo[4.3-c]pyridm-3-one; 

2-(4-chlorophenyl}-2.5-dihydro-7-et^^ 
one; 

2-(4-chIorophenyI)-2.o-dihydro-7-(2-methylpropyl)-6-methylpy 
c]pyridin-3-one; 

15 2-(4-chIorophenyl)-2.5-dihydro-6-methyl-7-[2-(pyridin*2- 

ynethyl]pyrazolo[4.3-c]pyridin-3-one; 

2-(4-chlorophenyl)-2,5-dihydro-G-m 

pyrazolo[4,3-c]pyridin-3-one; 

2-(4-ehlorophenyl)-2.5-dihyd^ 
20 pyrazoIo[4,3-c]pyridin-3-one; 

2-(4-chlorophenyl)-2,5-dihydro-7-hydroxymcthyl-6-methylpyrazolo[4.3- 

c]pyridin-3-one; 

2*(4-chlorophenyl)-2.5-dihydro-6-methyl-7-[2-oxo-3-(l t 2,4-triazol-l- 
y!)propyl]-pyrazolo[4.3-c]pyridin-3-one; 
25 2-(4-chIorophenyI)-2.5-dihydro-7-[3-(im^ 
pyrazolo[4.3-c]pyridin-3-one; 

2-<4<hIorophenyi)-2.5-dihydro-6-m^ 

vlmethvl)aminoraethyl]pyrazolo[4 l 3-c]pyridin-3-one; 

2-(4<hlorophenyl)-2.5-dihydro-7-(3-mcthoxycarbonylpropyl)-6- 

30 mrthyIpyrazolo[4.3-c]pyridin-3-onc; 
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7-(3-carboxatiiidoi)ropyl)-2-(4-chlorophenyI)-2,5-dihydro-6-methyl- 
pyrazolo[4,3-c]pyridin-3-one; 

7-^3-henzoylo\ypropyI)-2*(4-chlorophenyl)-2.5-dihydro-6- 
methylp\Tazolo[4.3-c]pyridin-3-one: 

5 2-(4-chlorophenyl)-2,5-dihydro-6-methyl-7-[3-(3-methyl-l,2.4-oxadiazol-5- 
yl)propyl]pyrazoIo[4 ? 3-c]pyridin-3-one; 

2-(4-chlorophenyl)-7-(3-cyanopropyl)-2.5-dihydro-6-methylpyrazolo[4,3- 
c]pyridin-3-one; 

2-(4-chlorophenyl)-2,5-dihydro-6-methyl-7-(pyr^^ 
10 c]pyridin-3-one; 

2-(4-chlorophcnyl)-2,5-dihydro-7-[3-(l//-im 
pyrazolo(4,3-c]pyridin-3-one; 

2-(4-chlorophenyl)-2.5-dihydro-7-(3-hydroxypropyD 
c]pyridin-3-one; 
15 and salts and prodrugs thereof. 

8. A pharmaceutical composition comprising a compound of 
formula I as defined in claim 1 or a pharmaceutical^ acceptable salt 
thereof or a prodrug thereof in association with a pharmaceutical^ 

20 acceptable carrier. 

9. The use of a compound of formula I as defined in claim 1 or a 
pharmaceuticaily acceptable salt thereof or a prodrug thereof for the 
manufacture of a medicament for the treatment and/or prevention of 

25 anxiety. 

10. A process for the preparation of a compound as claimed in 
claim 1. which comprises reacting a compound of formula III with a 
hydrazine derivative of formula IV, or an acid addition salt thereof: 

30 
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R 



NHNR. 



am 



(IV) 



wherein R 1 , R- and R 3 are as defined in claim 1. L represents a readily 
displaceable group, and Z represents a reactive carboxylate moiety; and 
subsequently, if desired, converting a compound of formula I initially 
obtained into a further compound of formula I by standard methods. 



10 



11. A method for the treatment and/or prevention of anxietv 
which comprises administering to a patient in need of such treatment an 
effective amount of a compound of formula I as defined in claim 1, or a 
pharmaceutically acceptable salt thereof or a prodrug thereof. 
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